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w m m 

7x.-A*mnmfa tomtom** £vm& 

5 &ffi$rW 

Steffi 

(Peroxisome Proliferator Activated Receptor ; ^T, P P A R t B^IBf 6„ ) 
aS&B $*ITV^ 0 PPARIi, cDNA 3&S*n—= >- 

15 3 SfBdS&P tbT V^S (J. Steroid Biochem. Mol. Biol., 51, 157 (1994) ; Gene 
Expr., 4, 281 (1995) ; Biochem Biophys. Res. Commun., 224, 431 (1996) ; 
Mol. Endocrinol., 6, 1634 (1992) #BS) „ £f>^> y mn^Bf^BM, ft 

20 (Endocrinology., 137, 354 (1996) #88) . 

tzzx\ WP^/y, tsyy#*s>* uisjrv#*Sis s hn^y^ 

vymwrvv i?i^mm*. 4is*v^#femmmffi (niddm) \z.m 
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sfc ^fob<D^T/)) v>mmw<DMi&ftm&im&'g.v> io^ppar 
7-efe«9, ppARy (Dm^fB&zmx&itz ^ t & m W L T ^ 3 

(Endocrinology., 137, 4189 (1996) ; Cell., 83, 803 (1995) ; Cell , 83, 813 
(1995) ; J. Biol. Chem., 270, 12953 (1995) #J$) . {^ot, P PAR y 
5 oi|g^te&ii*$*£PPAR 7 smb|§ (T=f-*H f±, it^TI 

fcitf/^fcraflgsosrai* b-c^rM-efest#^e>tbSo ppar 

(Genes & Dev., 10, 974 (1996) #flg) „ PPAR7 £r?S"l4'ft;"t* <5 <£> 

10 bttSo 

mft&^fcP PARy ttJii^Jja^b^ll^oT*3 9 (J. Biol. Chem., 272, 
5637 (1997) ; Cell., 83, 803 (1995) #{$) , Ztl&mmkX*% Z'f-T V 

15 £tf>fMfc&S:fc£;h,fc (Lancet., 349, 952 (1997) #J$) 0 rtbfeOi fcj6=»6> 
P PAR y OfNRl^ (T=T~*M % *fc®eg#^mS:iiiP-e#5P P 

Mx.«> «s • mmftmm%m& (wt^ nygjfr^ (ss^;* 
^n-/i-jfiL^ % ^hdl (M^y^se) jfium. hldl (mmmvtfm 
20 eo iTG (hy^y-fe^-r k) jhl£*jo , mmmk&. fosk^mm, 

-c^k^-cv^a^ -7 ^-7=7— hmt&y>)<Dmf&ftm&)W€im<D 1 o^p p 

25 ARaffc^-itWJLtl^ (Nature., 347, 645 (1990) ; J. Steroid 
Biochem. Mol. Biol., 51, 157 (1994) ; Biochemistry., 32, 5598 (1993) #Rg) <, 
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5 X^Z^btm&ZtlX. (W097/36579 f/^7W«> b#l$) 0 PP 
ARa©^iI(Cj;otiI (nw^^n— HDL, LDL&itfhy 
^y-ir^^ K*S0 OfTO<E^tfMB##*£;ixfc (J. Lipid Res., 39, 17 (1998) 
#J») o i-**?t>x ***y#flEe (HDL) 3^7P-/HM, 

**yjHg6 (ldd ai'*^*— A^«<ftMey#sEa (vldd = 

TV>5 (Diabetes., 46, 348 (1997) #J!S) „ t£oT, PPARa^ttlbt 

20 — # % P PAR 5 ft, t^l^PPARjS, *>5V»ttfc h<0*§£-fcfi NUC1 
fct>*$*i/CV^o rti*tluPPARS©4Mttilt, hNUClB (fc 
b NUC1 t lT^/^SPPARt^^T 4 ) tfSfc ^ PPARo« 

(WO96/01430 t/^7 h&ffl.) o SSff-ete, PPARfil^I 

25 KiiftvMfti&tesr^ru ppar s iwatmsHt^i-sfls-a-* {t=?=-* m 
auLastu ^b^^bo^^^HDL wi^ie) n^fp 
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(W097/28149 f^V7 I/yb; WO01/00603 #^^7 
Proc. Natl. Acad. Sci. USA. 98, 5306 (2001) &M) 0 ^ * n 7 SHiSWfc 

5 m&3l#®rt--£tfS¥U§J3b-CV^ 0 f^o-C, PPAR 6 ariSttflrCSST 
htt.>Jx.fcf. HDL3^fBWVi##l, LDLtTfffitJ: 

=zW*xn— /PjfiU£.> ISHD L jfiUiE % ilLD Ljfn.3^ % HTGjk^) , IbfljR 
5 r. i: as$8^£*vr^5 (Proc. Natl. Acad. Sci. U.SA. 100, 15924 (2003) 

mm) o ^n^i«MS^ro^i«i3E©M^Lt p p ar a 7^ 

15 Jii®ft«tmS^i-5^fcCtT-^<. PPAR5©^i4W7f;t 

oTV^ 0 P P AR 8 jK^r ^"CkST PA (12 - O- tetradecanoylphorbol 
- 13 - acetate) SLbftZ (Mol. CeU Biol., 

20, 5119 (2000) 0M) o &fCs T P A ia LX^f^ffl 
20 Sr^Lfc (J. Invest. Dermatol., 122, 971 (2004) 0m) „ fi£oT N PPAR 

mmmm) (D^^^u/^tcn^mmtvx^mxh^o, m 
m xw*.t£s n-mm) (omm^mmt vx<v%)%:i>Mftt$tiz>o *iz. 
ppARdxm^pxxtemmn^^vis&mmfttm&ztix&v (Moi. 

25 Cell Biol., 20, 5119 (2000) #j$) > PPARS7^b te&5ffitf>#0;£ 
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— (A) 



(5£c{3 % A 1A «C 1 - 47^^ySf ; A 2A tt-0-S; A 3A ftCHSf ; 
10 nA(il~5 ;R 1A (iAn^yg^ MJAa^f;H, MJ^n^^iX 
; R 2A ISC 1 ~ 4 7Vl"¥/l"2k MJ^n^^Sf ;Cycl A ttl, 3 

1, ; c y c 2 A fi^m^> ^ 

^n^S; R 3A fi7KmM^ C l~8T/^;Hf ; R 4A li-A 4A -CR 8A 
R 9A -COOR 7A I^ («f A 4A fi^M^ ; R 7 \ R 8 \ R 9A «7K^ 
15 -?\ Cl~4 7/^/H) ^^>-To ) t*^tl5M^PPAR^ 
fflttftg iUfffl-efcSii ^-c v ^ 5 (W099/46232 ^7Vyh 
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1. (I) 



10 ap^ h=3r^S, MlAn^f^/ftil, Cl~4 7/K/Vft 

^fc^C l~4 7/V^H^to ) £*:bU R 3 «1~3^<7D/Na<^>' 

Jl7;^n^^) ^U^-l-^/H, 2, 2-i^^/^n-i, 3 




R 



R' 
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4-7x^^t^7v»- 1 — f/^S> 1, 3-^feKn-2H — ( V <i V 
Y'—jV—l — f/l"& 4- (4-^no7i^V) fcV^S^- 1 ~4 

*fc«3, kp-i h — f y^y y 2 — f^s-efcSM^iis 

a^f^) t'^y v^— 1 — -f ;vS, 2, 2 -S^/i^o- 1 , 3-^Oy* 

4. (1) [3- (2- {5-^^-2- [4- (by7/Vto^f;V) 
10 fc°^y S^- 1 -^^] -1, 3 -f 4 x h ^r^) 7^ 

-/i/] g^gK ( 2 ) [3- (2- {5 — ry zfwtv-z- [4- (hyy 

-4-^f;V7x=/U] (3) [3- (2- {5-^/1—2- [4 

- (bP7^to^f^) tr^y^v-i — r/v] -1, 3-fr/-;v- 

15 4— ^h3r'» -4-y^/uy^=^] mWt* (4) [3- (2- {5 
yyu\i°/U-2- [4- (h!)7;Vtn^ h^i/) ^^/v] - l, 3 
-Hr^V—JV- ±-4 AA ^>=¥>') -4-^f;V7i=/V] (5) 
(3- {2- [2- (2, 2-^y/V^-n-l, 3 — V — 

- 5 — >f y^n tVl^- 1 , 3-^-^i^y— >V— 4— 4 >V\ ^ 
20 iX} -4-^Wx^V) (6) [3- (2- { 5 -ai^/l/- 2- 

[4- (MJ7/l/tn^ h^r^) 7i^V] -1, 3 >V- 4 - 

^} ^f.^) -4-^^7x=^] m % (7) (3- {2- [2- 

(2, 2-i?7/wtB-i, 3 — o-y^^y— f/^) -5-y 

25 B1f& (8) [2-7;^n-3- (2- (5-^f;V-2- [4- (MJ 

7;vtP^f^) fc^ys^-l-iW] -l, 3-f7)/-;v-4 — r/W 



7 



WO 2005/028453 



PCT/JP2004/014137 



=zh*-» -7^~)V\ (9) (2-7/U*n-3- {2- [5-^ 

;U— 2- U-^s^/H^S) i^- 1 -^^) -1. 3 -f7/-/V- 4 
-4>V\ sh^) ^a-ZU) (10) (3- {2- 

2- (4 1 — -f^O -1» 3 -^T^~ /V-4-f 
5 /v] oihdrv'} (1 1) O- {2- [2- (1, 3-^ 

t Ko- 2H— f y-Y ^ K— /V- 2-^T/V) -5-^^/1^-1, 

<?V\ ^h^r>>} -2-7;VtP7i^) (12) [3 

- (2- {2- [4- (4-^PP7i=/V) fcX^S^-l — -5 

— tf-A'—l, 3-f7/- /V-4--f/V} » h*is) -2-7/UtP7x 
10 ^]»», *fc« (13) (3- {2- [2- (3, 4-^tKo-lH 

-4 y^rS V — 5 - ^ ^-iV— 1 , 3-f7 > /-/V-4-^7V] 

5. tra 1 ia*w>— «5fc (i) -e^frSte-s-^K -tosa^^tt-t©*^ 

7. ppar/55ppar 5 ^&zmm6teM<DmmB.j&V!i. 
20 9. hg^siib^o— ^ (i) -c^at-Mi^^ z&m.t.tcitttDfe&m 

4fcttWnK5y^t MTPPIWH, HMG-C o AStcI**® 

^ % 5 _y fefRE^Hg, = w^-rc— yHftiR|a$3l % ffift-^HX 

[elJ^N a + /J3I^*m^P«^ LDL^MWbl, LDL 
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3fiiia«©— (i) ^sjisft^ft, -toia*fcr4-t©iffiatsi»H *■ 

R 1 , R 2 j3 «tt^R 4 "C^.$tl/6 C 1 ~ 8 T/V^/VSi L-Tteu 0iJ*Lfc£, 
*77K n-T'otVK ^yynhVK n-l/^/K -f y3^</K sec— 
10 :/^7K tert-^/K ^Vf/l's ^f/K ^^vK ir? ^^©BUR 

R^it^R^^^ttS^ny^M^-i: UTIi, 7 3 

R^^tfR^^^SC 1 ~4T/V=*i/K£ Mx.fc£, * b^r 

15 v\ ^h^v^ n-y^jtf^^ -f y^n/Kdf-i^ n-^h^ y^ b 

20 tfbtb^o 

R l *5«tu«R 2 -e^^n6 h y^ny u-rra N ei&tf* ae^M 
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5 R 5 , R\ R^JtTJ'R^^^ttSC 1— 4T/V-3WS£: bTttu 

ai^vK n-^otVK ^y^otf/K n-^^/K yy^vK sec 
tert- ^^^(DE^^ £ ^^^T/^^/WS^^tf b^So 
R 3 T?^$^b-5 r l~3^^^^y^^•-C'egl$tLTV^■Ct iV>C 1 — 8 

10 m^/K n-^ntVK >fyy p nfc p ;K n-T^fvK -f y:/5vK sec-y^ 
/K tert-:/5vK ^J^/K ^=¥v^/K ^^f^s r*-y ^v^^mM^ 

R 3 -e^£fr5 ^l~3^(7)/^^y^Ig^•-ettm$tbTV^Tt 5 ^V^C 1~8 
TVV^A'gj d^ttS^ny^^t LTte, 7y|, HSKh 
15 &mtf hfrZo 

0iix.fi, c 3~i otsm^si^tf^f bn§o c 3~i o^mmmt u 

Tfi. #I?U2, v'^D/n^y, ^n:/*^, v^n^i/*^ v^n^ 
=3r1f->\ i^n^y*^ i/^n^-^^^ N v'^a/^-^, S/yt3-r;27>\ 
20 v^n^^-r^ -:/y o^^-fc^ ->-y n^<:/^S^>\ n^^lJ-v^ 

;tff, C3~15©m H^^m^.fc^m^^^^tf 
25 5>tb5o C3~15©^ ~^t, H^^^^o^^li^^i: tt 

te, ^n^n^y, y^p^y, ^n^:/*:/. 
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^•7-yhWfy\ 7>h7t^ T-fe^^yy, \f7^~\sV, ^<;VM K 
5 a^y^y, (^tKo^yr^) > ^vtKn^vf^ S>fc 

Hn7Xl/y, s<;v\i Yny jvir^^y^ Ka :7^-7-y h W y N -^/^ 

t Kn7yh7ty, ^/yfc KoTtt7f Kn7x=:l/y N 
fc'y^n^:/*^ If-y^ P'^U-y, tfy^n^^y ( [2. 2. 1] 
10 fc'y^n^T^y) > fiX^n^^^V, tfy^oy^-y, tV7nf*y> 

JS^\ l~2^(D^jg^*3«t^/ / ^fc}*l^^S{E^M^^tf4~l 81 
15 T>V^fcf*1^0^M^-^tP4~l 8M©m Zl^fcfiH^^# 

^ y/-^, h y ry— /k fh7 ^— ;k a\ t°y ^ 
y % t^yy^ t?ys:i^ t°y^yy, Tift°y, -yr-tffy, 77^ 

fc°7>\ ^-dr-fet°>' > ^^-7^^, ^;*-t?^y % ^fc°y, y*—/K 
TVTV—fr, f 7v?y, f 7v?7^y, ^Tiffy, ^T^Tiffc^ -f 

>-k— -fy^yK— /k ^yKy^y> ^/75y ^y^y/77 

y, ^yW7xy -fyxy/ft7xy s ^yy/-/K ^/Dy 
25 ^fy^yyy =3eyy-yy, 7"yy. :7*7v?y % 7 p ry^y -r^f-v^ 
y, ^y^^-^^yy^ yyy y y, fnnfy e?y N ^y/t^ 
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^j/f*7xy, ^zc/^Tv^v, :7^y 3r-y-^:/ % :7^y 

^tMia 7xtyhy^ 7xtyFnyy, ^y^^ try k-*- 
7fy^ t° y^y y >\ t^/o^^y fy^K'fy 
K — /K r-t?7^>\ t°o y trn y ^ ? y y* yy, *v y s> 
10 hyry*yy\ hyr/y^y xh7y*y>, tFy/y^, t°7 
yyv, tf7/y^y. ^tKnt°y^ fh7t Kotry v?>\ tr^y 

^t Kntfy^y, f h7k Kn^7^> tV<7^> Kn fcf 

^s?y\ fh7t Kntfyy^y, t Kntry^s^ Knrftr 

16 ^ fh7t KnT^f^ ^-t KoT-^fcV, ^t: Knm^^ 7* 

rh7tKo77^ ^tKnt7y> Knlf^y, S?fc Kn 

Knft7xy Tf7bKPft7xV, -7tKPf*^7^ 7 s - h 
20 7k Kn^lf^^s S^t Knf^fy ff7k KnfxtV, t K 

yW/y^y) s Knf7y*-;K 7f7k Knf77*-^ (tf-r 

yii>yy) N v?tKp^yf7y*-/K rb7t K^fyf 7y*-^ Uy 

25 f7y*Pi?y) ^ i^kKn77fy> 7h7tKn77fy, 5?t Kb** 

t>y7/-7K Th7t Ko^t^y-^ (t*t^7y*y^y) > 
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h7tKPf7i?y, ^tKof/^T^ f b9tKof7^7i?y, 
5?t Knf7^tfy, fh7t Knf7-€t°y, fc Kn^T-tf tTV, 
t Kpf7i^7f kX rh7k Kof7i?7^ fc°>\ Kcf7^7 

10 ^ k— ao , y-r ^ k y v c^t Kn w y>r v k— i , 
kKp^y/79^ ^kFP^y^y/77^ ^-t Kp^y^y/7 

15 fc Ko-fy^/-;K S^fc Ko*/5V, 7 s - h7k Kn*/ y 

b K*3ry y ^ Ko^fy^y y V, 7^h7t: Kn-fy^/ y 
v (^ixj*. 3, 4-ykKp-iH-fy*/yyi) , ^-tKP^y 

=^7 y ^ S^t KP7^?7^ 7b7k Kp7^7^ t KP7^ 

=7*?^^ v?tKPt7f Dv^y, 7f7tKPt7f ^-t Knt 

20 yf-V^l/, ^tKn^ydr-^y^. Th7tKP^/^tyy, t: K 

p^y^ri^yv, Kn^t^/yy, 7f7tKpwyy, ^-t f 
p^tyy >\ Th7k Kpfppfy^ i^t yy, f>7 

t Koi/yy y >\ t Kn^y^ y >\ ^yy*tW7y, Fo 

T}/— /K ^-fcKp^yy*f77*-;K j?tKP^y^5^y*-^ ^ 
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5 5?tbWI) f>7kKnT^y t K 

P7^y^, i?tKn^y/7 7V, i^t Ko^y/ft7xy, ^ 

i?-<y/79^ t Kn^y/ft7xy, fb7t°!J K^^US? 

10 t KnTf fy^y rf7t Kn f^'/o^ 7h7t 

KT2 fcT^y n-^^^y S*y\ KP7f f/'fy^/wK ^dp-U-t Kn 

7/nt°D KTift°^> 7f7t Kntry 5: K^^K— /K v^fc KnfTS? 

15 K— /K ff7t Kot^t^7^yK-/K v^^y^^ v ? ^-= 3 rf->' N 

^yys^-=^y— /v (Mx.H i, „ ^^^^ 

HTIt Mill C1~8 7;^;H (Mx.fi, p*^tK *^7K n-:/ 
20 nt:VK -<yynt:VK n— TT^vK ^V^^/K sec-^^K tert-y^ 
/v, ^y^/K ^^V/K ^^/K ^-^^-/HS*©HC«|!R*5J:tf^«nR© 
TVl^A-g^) x ^o^VJS^ (7^, MM, JUt. 3**) . Cl~4 

3^ n-:7*h=¥v\ ^77*h^^ sec-y>3^>. tert-y b^rv^^O 
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Stilt* T-ArW*) , hV'^v* b*i/& (0>JxJi. a^S&JDSC^ 

yymmttfcttm.mB.tt&^xhvm&ztiit* b^-^m^) , bv^ 

n-^/^^". ^fyyWt sec-^/V^^ tert-T^/t^ 
^g^) % nr 9 r 10 S (S«f> R 9 4sJ:t^R 10 f«tb^mAi:br, zkSfM 

(#J;ifi> *^7K ^f"/K n-^otVK -Y 

tf, C 1 ~ 8 T/lo^r^m (0!l;tfc£> ^^/K 3C?VK n-^otX -fV^ 

25 mjap^ h^i/s (Mz-te, Btmj&^F, vmm^fcnM 
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/fV^W^ sec-^/V^^ tert-?^vl^;«^) N NR 1 1 
4 (0!l;tfc£, *?7K ^^vK n-7°ntVK y/ntVK n 

C1~8 7M/WS (M^f^ ^f'/K n-^ntr 

/K ^ry^nf/K n— -<y^f/K sec-^^/K tert-^^K 

^^/K ^-^^-/v^oa:^*5j;^^(Z)T/v 

(E, Z, iX*. b^^ft:) % ^i©#^(a5Ittft: (R, 
S#\ a> /Slam, ai^-^^-r— x i?7^fWt-r-) „ JfiBtett&^"r5 
(D, L, d, 1#0 , 9 4-&mK£*mmt <M 
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*m TAr#v±m&m w^^. ry 

yf^r^y, ^y^vr^y, 7x^w^y tr^ys^, ^-/m^ 
y -;wt 5: y N s*** y — /vt ^y MJ ^ (t Ko w f-M * 

yi?>\ T/y=¥— y\ N-^^/y-D-^/v^ ^ y^) <^^. ^#*n 

(^rnm^ (Mfesa, jut****** a vfcfcmwtm.. mm&, v 

^ 7v/HMft % vW^SS, s^MMKft, ^vi&tt, 

^/yjfcvlfcift, ^-fc^viifcStt. ^^py^t, 30 a* 

15 — ^ (I) T^£;ft,54b^^N-;r^:y K#£{3u — (I) t?^ 

20 7/^-;«i (^^y-/y^) 4$<D&fflfammtr ktiZo mwmm* 
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— #5£ (i) ^sns^ni^T? s&&m-rzm&. ^(DT^ym&T 

v^Wb, T^3vWb. y viMb$*Lfcfba-4fo (#]xJ^ — «5fc (I) T*^£ 

/Vztf^/Wb. (5-^f/V-2-t^y-l, 3-v ? ^yi/y-4 — f/V) 

30 ;— jtt^; (i) ^3*LS*b^*a*zkiftK&#i-s#£\ ^otKH3£^ 

(i) -C'^^tbS^b-a-^KDTK^^r-fe^/Hb, ^^5: W;Wb, T'n/v 
-f/Wbs tv^n^/Wbs f-^->=/Wb> r9~/Wb> 9 J^f-f^ 

7^/^ =7-/1/* surf =-Mk£titcik&m^) ; — ( i ) -e^^nsft^ 

f/U7 5/^ ^/Vai^x/Wbs .fcV^n-i'/V^-drv'^ ^yl^-X^vWb* ^ h=¥ 

^^/p^^/i^^-^^^^/^^^/Wb^ ^ y ^^^-^/Hbx ( 5 — * f- 
/u- 2-$-*y- i , 3-^ywy-4->f;i') ^^/i^^TvWb, 

«s^»ffetL5« rtLb^b-a-^fi^ng^^B^fet-ioTSi 

t±*^4fe*5«t^7K3fti*>ov^tL-e*>o-c i b «tv\ *fc, — j&sS (i) -c^ 

25 7^ r#^Rfh| 1 6 3~1 9 8Kl=l!Ei6£*VCV>5 £ 5 ft> £a#J^#-? 

— (i) •c^^^S-fb-a-^t^b-rst^-efeoTt iv\ ^ — 
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f^PPARa, 5, a + a+5 s 7 + 6 &>£T$a + <y + 5 T 

fi, PPAR5 7^btfc5« 

10 Sr^fc>-f"o 

mm*x$>z> 0 

R 4 £ UC#*L<r±* TkiffjBiHK *fcttCl~4TM/H-efct), it) 
20 R 5 *Dit;R 6 tLt^L<(l tK^M^. *fcfiCi-4r^St 

R 5 *3j;TJ«R 6 ^^-rSj^^^t-^^oT^-rs^^i: tt^t 
25 n^^fctei/^n^^^T'fcSo 
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iAtVT^IlS^if t L-C#*L< W\ C 3~1 0©HI#* 
^y, S^n^^ri*-^ ^n^:/*>\ ^nt^^V, ^n;ty> 

^L<{i^yv?y, fc^^S^ 1, 3 ^y^-^y — /K 1, 3 

10 -i?tKn-2H-'fy^yK-;K 3, 4-^tKn-lH — fy^/U 

u< «:7 ^ii^, h y ?vi^ h y y h h y 

7x=;H, 4-y b^ixy^^/^ 5- h y y/W-ny.^vvify v?>'- 
2-'^'/^g-efc3o 

25 — tts; (i) x^^n^^mit^m^ te%i<Djjm. Mtuz, &,t^ 

"T # fcfe > HJ£ #1 fcl IB ^ L fc # $> 6 VM3 , Comprehensive Organic 
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Transformations : A Guide to Functional Group Preparations, 2nd Edition 
(Richard C. Larock, John Wiley & Sons Inc, 1999) K&Mt £ tltz.j?fe*$&M 

— jR* (i) x^zinz wik&m n , — ®& (n) 

(II) 



10 



j&5£ (HI) 

R s R 6 



H °Y^V^C0 2 R 13 



V xJ 0,,) 



ttU -JR^ (I -1) 

R 6 R 6 




R R £ 



15 (5£«K i~-<-c<D|2-^«ltrlE^PC#*^^t?i-o ) t^^sft^m 

r©ft3EKj£tt^*nT*ifc!>s (#J;Ui> v^nn^V, 
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rvw&m (ry^^^^m^^-^ (dead) „ t-s*j 

(ADD P) % 1, 1' (N, N-^fWA7$K) 30 

>m) <^#&Ts lB^t57^=-;W^i: 0-6 0 < C©fiIt«^* 
10 t-:/^vV£, hy^crn^^vl^ -<^/P (Bn) 7xti/;H, 

V\, #UxJi% Protective Groups in Organic Synthesis (T. W. Greene, John 
15 Wiley & Sons Inc, 1999) \Z.%dM£tltc <D&M^ fe*b5„ 

*/i/3«^v/HS©Jttfii«RJ*:W:^si-e*>9^ Mx.il (l) T^X/VM* 
(2) lW^fe#Tl!ife»t.5ltt«0SiS. (3) JP7KSI4W»H:j;S18i# 
SfeRJfc, (4) (5) ^JH«r^V^^ffSJC (6) 

20 rtib©*iSfeSr^}^t5 

(1) T^y*D*^»H:J:«JWift«SJEStt, Mx.ll Wttt&ft (MxJl 
/K fh7tKa77^ ^^i^^) 4\ T/V7J y ^J1^7K^ 
^ (^tff, fomtUV 17 A, 7K^by^!7A^) % 
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(2) »&#TT*©nfc»«Rj£wu mz-ft. mm^m W*.t£. ***** 
5 JUbJcsS/ftlftSSO 4u o~i oo*C©iaflf"Cff**>*t5. 

4Tx 0 ~ 2 0 0 'CtD^iJf-efT&frjLSo 

is ( 4 ) */ v >vm<ommmjfe #j ^ ^ * £ mm u 5 s cm £ wr, 

(5) &JR&JBV^Jtt««KJ£ra\ fllfctf, 6M£*g& mWt. PH4.2-7.2 

20 m ^MI&<Z)#^£T> i&K^fcftfiMFtt«:a*ttft#&* 0~4 0<C 

(6) &JR»#«:Ev>3Jlfc#«KJ&ra:, (08*.^ S?* 
n^y, i;^f/l/*M7? h\ 7f7tKo77^ f^^/K T-fc 
h-MJ/K S^Mf-V, % TK^fctt^ttb©^^^, 

25 h7y7^I (09;trf , TkiHh; h y 7*f/v^X h y ^A->7>\ ^ K 
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#fcT, (#i;U^ ^h^^hy^^c^/^^^^^^^^A 

5 (0) „ nmt^x (MJ7x-;vt^7^y) ^7^7A (II) > mWZ'<7 
iftyJ* (II) . mthVX (hy7x=/V^7^y) ni^A (I) m) & 

3cfc % -hlBfiWc^ T. W. Greene, Protective Groups in Organic 

Synthesis, Wiley, New York, 1999 MIB^ $ fltc^mK iot, J&0^KJ££: 

W^m^*fcfi^i b-CffiV^6-^xt (II) (HI) T^^tiSft^ 

15 ^S, r Comprehensive Organic Transformations : A Guide to 

Functional Group Preparations % 2nd Edition (Richard C. Larock, John 
Wiley & Sons Inc, 1999) J ^|B^ £ fottfe &m V^r .i: 1^£<0&B t-$2£5t 

*wmm t P<D&5ij&fcio\,^x^ unmeet ?Rjt>te. aiti^otwf)^ 

X%5 0 

\z&w£ittcffim&wnm*m^xh£\<\ 
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# <t 9 » sh- s - i a s -e * a o - i fcff * o t «t v % b , 

5 cma^tt] 

shm&£T$ik<pmW<c>i&Ti¥m (l) : 
.0 KKAy/Ta JcW ? * ©#fi*3 J; TJ?jfoj»fiS3r$J/£ U iftL$Nft £: Jfffi i-S^tt 

y ^ • 3estJiBJ»aft (nefa) „ ^j^got • gptmi^-ts., 

_ 5 KKAy/Ta -^!7^(-*3^ 5 ^&^NF^>JfD.^ W>f^!)y, NEFAiKfcSV^ 

im&zTfALwmvteTftm (2) : 

Zucker fa/fa 7^ Crj- [ZUC] -fa/fa) „ *5 itWE#*tfla«j4fc lean 

50 7J/h (m^Crj- [ZUC] -lean) <£>{fcJi;:Jo J; TftfnM • NEFA • TG, ftO 5 
HbAlc ^SrS!l^i--5„ HbAlc t*3<tWl^^t 

srag-Mttn. ¥®mmA*n-mu jfajir • nefa • t g n HbAic 

j 5 ^g£S!l5&f <5o £fc j&P$£fM??ff*®& (OGTT) jBt»SB3fe|?f1UH 
^SW^Se OGTT {i N ^©110 «£ L x §g0, ^a-7i2g/ 
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5mL/kg^Mi, 6 0#*3j:tfl 2 0^OjfiL*t^*3«t^ Jkf ^ 
^y^-NEFA-TG N GOT, G P T&mzfifmMA&M7£~$- %><, 
Zucker fa/fa 7yb Kl&tt 5ifr&B#<Z>]fcJt, Jkf ^ U >\ NEFA, HbAlc 

^fe s v^f^jfiii^cf'T Gm (Digram nmmm-^mmskm^wjmmit^m^ 

jfiL4i3^^t3-/^J;^jliL^g®ig;T^ffl (3) : 
10 /K 0.5%=*— A-^£2I^Lfc CRF-1 HTgftfk ^-y^^/W^^-lf 

titers y h<D&m&wM^ w&w^t-f—mm* 

mfe-fz>o mfe^nn, ldl, hdl, tgi, nefa, Tcw.x*hz> 0 

15 fcfcii^ l/^^n-^Jjsf^^^^^-rSo SrJ^S-^^T^Jfc-fli® (T 

G % HDL, LDL, NEFA, TCf) £il!l^i-5o 

SD7y h^*5tt§2gm^JfiLi^TGffl, TCf^bW-LDLlOlSTf 

20 Jfctl&^tflk^M^iSTffUB (4) : 

#m£$j5£u mfrtt*ftte\<mfcj&^n*&wit&m*3~i oo mg / 

25 * y v v - &L&mm • jm^^ • &ifajfc$:<z>$J5t) & .ttw^fi^iMj^ (g 
ot • gpt • t/u% v y**7T?—"e - Bm&n - m*m.m • * yr^ 
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. ^ ut^—^*-}-— •^try^tr^ - jfiL$t • tc -hdl • ldl • 

U<D$l5-'&, 1.2, 4NfFI*5i« (lBtf^OSMMW) ^ Is 2, 
3B#P^gyQ.U StiW • TC • HDL • LDL • TG&mfe-f-Z* 

15 — jftS; (i) -e^^tLS^pj^^Js yttt-t©iffiK*j«b^ £fc 

HDL=i^^ci-/uji#f^ffi.s ldl^ v r i 7>'xMimftm j $ > mn, 
20 tf % *s • mMitmm^mm mm. mmm. mmskm m=*^*Tv-^ 

skm, i&HD LjfoSEx ilLDLii, Mtg skm^) > Sj^-ftes iCfjjn.^ 

25 /pK7^», i) ^<oi^m(o^^^/i^tz.m^m^(om%^^ 
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mommas w{^t?fcoi:fei<, ^fciS^H^®^ ^y-^ 0 

aK !J * * Utf-^ K (DNA, RNA, at^) , TV^-fe^*, 7*=» 

So mZ.&, *38M^*l U m^^J^ 0.01-100 Sf*£|5ffl 

20 Tt>J;i\, 

25 Mz-tt^ (I) *<0:£*fct«©»$fc?b«K * 
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<DMM. i-J&fc>*>Jiilf3fe#^^ LTH\ MTP (Microsomal 

Triglyceride Transfer Protein) V&^M. HMG- C o A&7vM$%WgM> * 

?T^^^±*—evmm, 7^7*7— h%k%m\ (7j7~v^mmmm > 

ACAT (T i/JV CoA: 3 ^TB — A* 0-7^/Vb7^7x7-f) 
SfciiXlM^ [HlfliN a + /mfh^*lw^#: (ileal Na + /bile acid transporter ; 

ibat) mmm. LDL^w^tt^-^mits^ mv^-^umm, ? 

vzf=*—frM%k ~ ^^WMM. =i l/^fn- /U^;*7VU'^§§& (CE 

10 MTPPEflt U-C{i.Mx.f*^BMS-201038,BMS-212122,BMS-200150 > 
GW-328713, R-103757 m&&tf fetuS. HMG-C o AlTC^fHf It 

>\ p*^**?^ i/y/^^fy^^^if fetus, a 

CATPIfltttll F- 12511. F-1394, CI-1011, ^ V 
15 ^tlSo^^TV^^t^-mfli: LTte,TAK-475^/^f fetuS. 

7x;7>f7'7->, ^7^7*7- 
l^riS^tf fetuS. ACATl&WSt Lttt, ^X.f^ CI- 1011, FCE27677, 
RP73163##^*f fetuS. 3l/7rn-;«piflittl^ #llx.k£s ^ 
20 WW^, y^*^p-/u^W fetuS. EfrilWPlflirtt, 0>J 

L^#^4fl^*3§^if3£|gt ttft> MD-700, LY295427 

WfetuS. iU/^lfHtttft 0!);U£, ^-y^^yb^ff 

fetus. 7477— hmmffltHMG-coAmTz.mmmmm&iftmi'fcWr 

25 B#2fi\ ^l^ilj^Wpit^fetuT^ip, ^^iM^IWti 
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mam. titcittv^* y?k±&<»M&Wmt<nmftK.*^X\±^ 
t5tffiIitt0*U<tt> HMG-Co A»7C»*Ra$IK, 7^^7- 

Pl*^ #y^— -tfRB^Isis ==^vifcSyw-efc3. 

— S£$jM-f y -f !> V0^J. DPP 

7<f'*?A^<'f?'9~V) 4 P£§m. G L P - 1 f»l£> U37KWtP ^ 

15 y =7 % K, ^y^7^K> ^U^ntf^^K, ^n^^n/-^ b\ b 

7f>K, h^?K, ^y^y K»«gtf fens, i^^rt^ k^H 
z> 0 a-y^i'y—w&mmbvxtt, mz-ft* t*^—*, ^y^ 
20 >/y^H\ w-?^y — vw&mfbfi&o DPP4atittTit 

NVP-DPP728A ^J^tf £>*L5 0 G L P - 1 ftWiMk Utll, #1*1^ 
-fe^w V (exendin) 4 k*L3o 0 3 T K W~y ^S*#fW3Kt b 

X W\ #!l AJ-9677, BMS-210285. CP-331679.KUL- 1248, LY- 362884, 
L-750335, CP-331648^a^f ktbSo Wmiti&ft&.f&1&M t LTte, 09*. 

y K AS-3201, SG-210 hfrfto 
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(I) t^^n^ft^ *©St*fcl4-t©»jttfiJ«l, * fetter© 

comm. -ttefrtbmmmtvxte, m*.&. -k&mm. py^ptt 

37Kl/t!)Vf»iI^ltfi, 0!l;U5. AJ-9677, BMS-210285, 
CP-331679, KUL-1248, LY-362884, L-750335, CP-331648 m&mf h 

— (i) ^(D^fcfi^eo^^, 

¥S^> itm, mtk, mm®^ ®>mmmmz.£<om 

ii^ ^A-A^fc«9, — Hl^o# % lmg^f. 1000m g <75«SiaT? 
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hibZ/vMUVtc£?K^ ^ittS^^^i^itS©^ _bia 

5 ^feS, 

te^co^n K5y^ ^fcf*— jR^i (I) t*^5^|J, ^<z>i££fcte: 

*fcf«^J (9*1*—** Tl/=- 1— /K ^V=r-^ % ^ 

25 tb&o 
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asiau »*wi#hu jutssu ami^ 
*fipfi4©f^ ^ffl^j^Mtc^, y/HWs ^y- 

10 ^frSo 

20 (^^y->p*ty«) s ifcfbJcs&fg (fL7kr7iry>\ ££17-1? y >\ 

^m^j, &i*m. gfeimu stBMtau mm^m^^x^xhx 
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* y —j*mn&to&it&M%fcm£tix^z&tt£9m&ztiZo w*. 

15 0!l;Lfc£, liUW^^f;v, 4£«TA=»— A, #tifiTA= — 

(^a tfi/^^y /K i, 3-^fwy^!)3-/H) , S5^ta= 

—;V (2 -^V/Vx^y— A., -fe^y— A^f) „ ?Ufc#J (tfy^S'^ 

&5ikmfrbM&tizh<Dm&izfz.fe2m&±&u&vxmi<^biri&o & 

SSE&fl? b XM& £ *t 5 o S^U^J « v > £inx^Z>h<D 
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tfiiS. M&tfx SSa-^anfcU JAJB. ffiMlffilK #fi*f*#au ^.StiRut 

m^mitti&h<D&z&&fcte2nu±*M&\^xm^btiz> 0 s^tc & 
m^tk^^- h y ? a (o a o ti&ign t mm®.** z. s x 5 tomnftk #i & 

2,868,691 -*§-*5 £1*1^31 3,095,355 ■^•{^U< fS*c£;ftTV^ 0 

j&au (^vv* 5 r^^7^^^ #y y/w<— h 8 o (g&j&go ^) . 
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(i) ^£n6*»9H&fr*K ^<om.^ti}^(Dmm^. £fc 

HDL=*w*^n-/Vi:#M1UB N LDL^y77^*JB^, lift. 
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iijTGjfiL^) > mmmtfe. >b>fa.m%km^ mmm, *?&v y?i/^ 

^:PJia• : '^ , ^-fflv^fc:^#3^{i, — $>mz i up acoiuwct^ 

15 SrfTft 5 — * ^ ^> ACD/Name Advanced 

Chemistry Development Inc.£h0) ^ It. tS. ACD/Name s*-y^ (»fftiffi6k 
Advanced Chemistry Development Inc.ttM) StJBV^j&n 3; fete, I UP 

1 : 7« ^ C 3 - ( 2 - {5 -n^/V- 2 - [ 4 - ( b V 
20 * V^ri/) y=^=^M -1, 3 —^■^■^rV—JV- A — (M ^ 1> =^>0 -4 
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h (l.OOg) (Omt*^^ (22mL) »C2- { 5 2 - [4 

/!✓ (2.00g) ^ h y 7ai^/V7jN^^^ >- (2.18g).*3j:t^l, 1 ' — (T 
*/*?jJA''#—fl>) ^f^y^V (2.10g) £;bn*u ^&T*— Bfc31#Lfc 0 

5 *s-a^£MSU nbtitcmmz^y *y;^7^^-7 ^97^ — 

(2.38g) o 

TLC > Rf 0.62 (^rlJ-V : WtWt^^= 2 : 1) ; 

iH NMR (CDCla) = 5 8.05-7.99 (m, 2H), 7.30-7.24 (m, 2H), 7.05 (d, J= 
10 7.5Hz, 1H), 6.77-6.72 (m, 2H), 4.24 (t, J= 6.5Hz, 2H), 3.67 (s, 3H), 3.56 (s, 
2H), 3.00 (t, J= 6.5Hz, 2H), 2.75 (q, J= 7.5Hz, 2H), 2.15 (s, 3H), 1.29 (t, J= 
7.5Hz, 3H) C 

HJ£#!|2 : [3- (2- {5-^^vV—2- [4- (MI7/^P^ h=¥iX) 
7^~;V\ -1, JV-A-^M ^h^ci/) -4-^f/V7 

15 




CH 3 



HJ6#il 1 X°Wm Vtcfc&M (1.90g) ©fh7t KP77^ (lOmL) £ 
/V (lOmL) <Dm&f&mz. 2NtKM^- h V V J**Mm (lOmL) & 
m7LX^m.-?0.5tifmmW\stCo Rf&^iaNlt (25mL) ZMtl, @t 

-e^^s ^^^^b-CTIBO^^^^-rS^M-f^^ (3.66g) £r#fCo 

TLC : Rf 0.40 : ^ — /W= 9 : l) ; 

iH NMR (CDCls) : 5 8.00 (m, 2H), 7.25 (d, J= 8.1Hz, 1H), 7.05 (d, J= 
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8.1Hz, 1H), 6.76-6.71 (m, 3H), 4.22 (t, J= 6.6Hz, 2H), 3.58 (s, 2H), 2.99 (t, 
J= 6.6Hz, 2H), 2.76 (q, J= 7.5Hz, 2H), 2.14 (s, 3H), 1.29 ( t, J= 7.5Hz, 3H) 0 

mmm 3 -mmm 2 7 

(3-fc Y*3<r*s-4L-*J-}\'-y^~)V) Ti?* — 

5 frbizftmi-zTj^— summit. {5-^^-2 - [4- (h 

y — /KDffcbu i-fB^-r^T/v^— A-^gtffc&rJS^-r. 1 -^JS0»J 2 

mM&\3 : C3- (2- {5-^^/V-2- [4- (M)7;l/tn^f;v) 
10 fcV*!J 1 — >fA0 -1, 3-f7/-/V-4-^/H ^bdrv-) 7 ^ 

TLC : Rf 0.49 n d /fr/l^A : S —)V= 10:1); 
iH NMR (CDCla) : 5 7.24-7.17 (m, 1H), 6.87-6.77 (m, 3H), 4.16 (t, J= 
7.0Hz, 2H), 4.00 (brd, J= 13.0Hz, 2H), 3.59 (s, 2H), 2.93 (t, J= 7.0Hz, 2H), 
15 2.90 (dt, J= 2.5, 13.0Hz, 2H), 2.29-2.12 (m, 1H), 2.24 (s, 3H) , 1.93 (brd, J= 
13.0Hz, 2H), 1.67 (dq, J= 4.5, 13.0Hz, 2H)„ 

H»J4 : [3- (2- {5-7 P *fcVl'-2- [4- (hU7;^n^^) 
y^=-M -1, 3 -ttVS— A*— 4 — (VW ^h=3f-^) 
TLC : R£ 0.52 n n /fr/V-i* \ J —;V= 10:1) ; 
20 iH NMR (CDCla) : 5 8.08 (d, J= 8.0Hz, 2H), 7.67 (d, J= 8.0Hz, 2H), 7.22 
(td, J= 7.5, 1.0Hz, IH), 6.82 (m, 3H), 4.23 (t, J= 6.5Hz, 2H), 3.60 (s, 2H), 
2.99 (t, J= 6.5Hz, 2H), 2.70 (t, J= 7.5Hz, 2H), 1.74 (sext, J= 7.5Hz, 2H), 
1.00 (t, J= 7.5Hz, 3H) 0 . 

Hffi0!l5 : [3- (2- {5 — f y fcT/W- 2 - [4- (MJ7/Vtn^ 
25 f-M 7i^] -l, 3 -Hr*rW— ;v-4-s(M zcy**/) y =c=.,v\ 
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TLC : Rf 0.49 {fvw&A'J* : *9J — A/=l 0 : 1) ; 
iH NMR (CDCla) : 6 8.08 (d, J= 8.0Hz, 2H), 7.67 (d, J= 8.0Hz, 2H), 7.21 
(dt, J= 7.5, 1.0Hz, 1H), 6.82 (m, 3H), 4.22 (t, J= 6.6Hz, 2H), 3.60 (s, 2H), 
3.17 (sept, J= 7.0Hz, 1H), 3.00 (t, J= 6.5Hz, 2H), 1.34 (d, J=7.0Hz, 6H) e 
5 m^M6 : 14 3 - (2- {5-^nt>-2- [4- 

nvaruff-jV) Z7=c^;V] -1, 3-$-*ry-/— A*— 4 — f/W ^ h^r^) 

TLC : Rf 0.50 (^op*;VA : ^^;-/V=9 : 1) ; 
iH NMR (DMSO-de) : 8 12.22 (brs, 1H), 8.09 (d, J= 8.4Hz, 2H), 7.83 (d, 
10 J= 8.4Hz, 2H), 7.00 (d, J= 7.5Hz, IH), 6.84 (s, IH), 6.69 (d, J= 7.5Hz, IH), 
4.19 (t, J= 6.3Hz, 2H), 3.47 (s, 2H), 2.96 (t, J= 6.3Hz, 2H), 2.70 (t, J= 7.2Hz, 
2H), 2.02 (s, 3H), 1.66- 1.59 (m, 2H), 0.91 (t, J= 7.2Hz, 3H)„ 
M1&M7 : [3- (2- 15-^7^^-2- [4- (hD?**** 
7x^/V] -1, 3 /V-4-4M -4-* 

i5 ^;v-7^=-;v] mm 

TLC : Rf 0.47 n n *JWi>, : ^ 9 J —J>V= 9:1) ; 
iH NMR (DMSO-de) : 6 12.22 (brs, IH), 8.10 (d, J= 8.4Hz, 2H), 7.84 (d, 
J= 8.4Hz, 2H), 7.00 (d, J= 7.2Hz, IH), 6.84 (d, J= 1.2Hz, IH), 6.68 (dd, J= 
7.2Hz, 1.2Hz, IH), 4.20 (t, J= 6.3Hz, 2H), 3.46 (s, 2H), 3.27-3.13 (m, IH), 
20 2.97 (t, J= 6.3Hz, 2H), 2.03 (s, 3H), 1.26 (d, J= 7.5Hz, 6H) 0 

: [3- (2- {5-^^-2- [4- ( h V "7 A*** * f-ftS) 
tr^y *?ls — 1 — (fr] -1, 3 —^TV— /U-4-4M x-VZ-is) -4 

TLC : Rf 0.54 (9 & n /JvWJ*, : ^ 9 / —A-= 8:1) ; 
25 X H NMR (DMSO-de) = 5 12.22 (brs, IH), 7.01 (d, J= 7.2Hz, IH), 6.81 (s, 
IH), 6.69 (d, J= 7.2Hz, IH), 4.12 (t, J= 6.3Hz, 2H), 3.98-3.78 (m, 2H), 3.47 
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(s, 2H), 3.06-2.76 (m, 4H), 2.63 (q, J= 7.2Hz, 2H), 2.54 (m, 1H), 2.04 (s, 
3H), 1.94-1.76 (m, 2H), 1.60-1.44 (m, 2H), 1.12 (t, J= 7.2Hz, 3H) e 

: [3- (2- {5 — [4- (fy7/V^n^ 
h^V) -7*.~)V\ -1, ^h^^/) -4- 

5 ^/V7x=yV] 

TLC:Rf 0.39 a ptJvWA : ^ ^7— /W= 9 : 1) ; 
iH NMR (DMSO-de) = 5 12.23 (brs, 1H), 8.04-7.99 (m, 2H), 7.48-7.45 
(m, 2H), 7.00 (d, J =7.5Hz, 1H), 6.84 (s, 1H), 6.70-6.67 (m, 1H), 4.19 (t, J= 
6.3Hz, 2H), 3.46 (s, 2H), 3.22-3.13 (m, 1H), 2.95 (t, J= 6.3Hz, 2H) , 2.03 (s, 
10 3H), 1.25 (d, J= 6.9Hz, 6H) 0 

[4-^f/W-3- (2- {5-^f;V-2- [4- (hy 
7i=;v] -1, 3-&*y->r— /v— 4-fVW ^ b^^) 

TLC:Rf 0.25 (^nn*M : /U= 9 : 1) ; 

15 !H NMR (CDCls) : 5 8.07 (d, J= 8.1Hz, 2H), 7.65 (d, J= 8.1Hz, 2H), 7.03 
(d, J= 7.5Hz, 1H), 6.75 (s, 1H), 6.74 (d, J= 7.5Hz, 1H), 5.89 (bs, 1H), 4.22 (t, 
J= 6.6Hz, 2H), 3.55 (s, 2H), 2.99 (t, J= 6.6Hz, 2H ), 2.71 (t, J= 7.5Hz, 2H), 
2.13 (s, 3H), 1.66 (quintet, J= 7.5Hz, 2H), 1.35 (m, 4H), 0.90 (t, J= 6.6Hz, 
3H) 0 

20 HifeMl 1 : [4-^^-3- (2- {S-7=c—?V- 2- [4- (h V 
7^P^f^) 7x^/1/] -1, 3-**^-^— ^-h*cis) 

yzc~)V\ mm 

TLC '• Rf 0.51 (7no*;VA : ^i?7-;l/=9 : 1) ; 
iH NMR (DMSO-de) : 8 8.25 (d, J= 8.4Hz, 2H), 7.89 (d, J= 8.4Hz, 2H), 
25 7.85 (d, J= 7.5Hz, 2H), 7.53 (d, J= 7.5Hz, 2H), 7.43 (m, IH), 6.97 (d, J= 
7.5Hz, IH), 6.89 (s, IH), 6.69 (d, J= 7.5Hz, IH), 4.35 (t, J= 6.0Hz, 2H), 3.48 
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(s, 2H), 3.30 (bs, 1H), 3.29 (t, J= 6.0Hz, 2H), 1.91 (s, 3H)„ 
MMM12: [3- (2- {5-^^-2- [4- (MJ 7;Vto^f /V) 
7i=;l/] -1, 3-fT/-/V-4 — <M ^h^v-) 7rc=/W] Bft& 
TLC : Rf 0.45 (^pp*;VA : ^^y-^=8 : l) ; 

5 *H NMR (DMSO-de) : 6 12.27 (brs, 1H), 8.05 (d, J= 8.4Hz, 2H), 7.81 (d, 
J= 8.4Hz, 2H), 7.19 (dd, J= 8.4, 7.5Hz, 1H), 6.88-6.74 (m, 3H), 4.28 (t, J= 
6.6Hz, 2H), 3.50 (s, 2H), 3.14 (t, J= 6.6Hz, 2H), 2.46 (s, 3H ) 0 
H»!ll 3 : 14-^^-3- (2- [5-^^-2- [4- (h^7 
/V^-n^^V) 7^^;V] -1, 3-^7/^-4-^/1^} ^b^ris) Z7 

10 m^/l/J ffclfc 

TLC : Rf 0.47 n o /fcA'A : y * / — /W= 8:1) ; 
iH NMR (DMSO-de) = 6 12.23 (brs, 1H), 8.05 (d, J= 7.8Hz, 2H), 7.81 (d, 
J= 7.8Hz, 2H), 7.01 (d, J= 7.2Hz, 1H), 6.86 (s, 1H), 6.70 (d, J= 7.2Hz, 1H), 
4.27 (t, J= 6.3Hz, 2H), 3.48 (s, 2H), 3.16 (t, J= 6.3Hz, 2H), 2.46 (s, 3H), 

15 2.02 (s, 3H) 0 

%W8\ \ 4 : 14-^^-3- (2- 2 - [4- ( 1> V 7 

j\>i>rv* b*cis) 71=^] -1, 3-ir^V— 7^-4 — (M ^b^-» 

•7^~>v\ mm 

TLC : Rf 0.20 (^ & n Jfft/l'i* : y # / — J\>= 9:1) ; 
20 iH NMR (CDCla) = 5 7.98 (d, J= 9.0Hz, 2H), 7.24 (d, J= 9.0Hz, 2H), 7.04 

(d, J= 8.1Hz, IH), 6.74 (m, 2H), 4.21 (d, J= 6.3Hz, 2H), 3.56 (s, 2H), 2.98 (d, 

J= 6.3Hz, 2H), 2.36 (s, 3H), 2.14 (s, 3H) 0 

\ 5 : [3- (2- {5-4 [4- (M)7/Vtn 

^ h=3rv-) y^^yW] -1, 3-^-^f-y— 7^-4 — <M =cb*i/) 7^- 
25 -/V] gttt 

TLC : Rf 0.21 (y PP/jvWA : y 9 : 1) ; 
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iH NMR (CDCI3) : 5 8.00 On, 2H), 7.25 (d, J= 8.1Hz, 2H), 7.19 (t, J= 
8.1Hz, 1H), 6.80 (m, 3H), 4.18 (t, J= 6.6Hz, 2H), 3.56 (s, 2H), 3.14 (septet, 
J= 6.9Hz, 1H), 2.97 (t, J= 6.6Hz, 2H), 1.32 (d, J= 6.9Hz, 6H) 0 

mmmi6: [3- (2- {5- (2, 2, 2-^)7^0^^) -2 

5 — [4- (h!)7/Vto^f/V) 7=.~jV\ -1, 3 -3r**yV—)V- A- 

TLC : Rf 0.30 : ^^y-/u=9 : 1) ; 

iH NMR (DMSO-de) : 6 12.29 (brs, 1H), 8.13 (d, J= 8.4Hz, 2H), 7.90 (d, 
J= 8.4Hz, 2H), 7.19 (t, J= 7.2Hz, IH), 6.82-6.79 (m, 3H), 4.23-4.04 (m, 4H), 
10 3.50 (s, 2H), 3.06 (t, J= 6.3Hz, 2H) 0 

mMMl 7 : [3- (2- (5-^0^-2- [4- (MJ7;^a^ h 
y^z^M -l, 3 -^SMJ-y— /w-4-^/W ^h^v-) • 7x=/U] 

TLC : Rf 0.27 n a : ^ J sV>= 9:1) ; 

15 iH NMR (CDCla) : 6 8.00 (m, 2H), 7.27-7.18 (m, 3H), 6.86-6.78 (m, 3H), 
4.21 (t, J= 6.6Hz, 2H), 3.59 (s, 2H), 2.97 (t, J= 6.6Hz, 2H), 2.68 (t, J= 7.5Hz, 
2H), 1.74 (sixtet, J= 7.5Hz, 2H), 0.99 (t, J= 7.5Hz, 3H) G 

mmmi 8 : [4-^^-3- (2- {5-:/nt:VP-2- [4- (>y 

b^rls) ~7zx.~)V\ -1, 3 -jr^r^^/— /^-4~4M ^h^r 

20 7xn/l/] ffim 

TLC : Rf 0.21 n n /JvVA : ^ ^ / —/V= 9:1); 
iH NMR (CDCla) : 6 8.00 (m, 2H), 7.24 (m, 2H), 7.05 (d, J= 7.5Hz, IH), 
6.77 (s, IH), 6.75 (d, J= 7.5Hz, IH), 4.23 (t, J= 6.3Hz, 2H), 3.58 (s, 2H), 
2.99 (t, J= 6.3Hz, 2H), 2.69 (t, J= 7.2Hz, 2H), 2.14(s, 3H), 1.71 (sixtet, J= 

25 7.2Hz, 2H), 0.99 (t, J= 7.5Hz, 3H) G 

MMmi 9 : [3- (2- {5-^9vV-2- [4- (MJ7/Vtn^ 
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TLC : Rf 0.31 u u fcjVJ* : ? * / —;V= 9:1) ; 
iH NMR (CDCla) : 8 8.00 (m, 2H), 7.27-7.19 (m, 3H), 6.86-6.78 (m, 3H), 
5 4.21 (t, J= 6.6Hz, 2H), 3.59 (s, 2H), 2.97 (t, J= 6.6Hz, 2H), 2.70 (t, J= 7.5Hz, 
2H), 1.66 (quintet, J= 7.5Hz, 2H), 1.40 (sixtet, J= 7. 5Hz, 2H), 0.95 (t, J= 
7.5Hz, 3H) 0 

MMW 2 0: [ 3 - ( 2 - { 5 -Zf^fls- 2 - [4 - ( h U 7;>to^ h 
vO 7^=-;V~\ -1, 3-^-^rf-^— — <M ^Y*? 9 s) -4-^^ 

io /p^^^/v] ^m. 

TLC : Rf 0.35 n n /JvVA : ^ / —/V= 9:1) ; 
iH NMR (CDCI3) : 5 7.93 (d, J= 8.7Hz, 2H), 7.17 (d, J= 8.7Hz, 2H), 6.89 
(d, J= 7.5Hz, IH), 6.68 (s, IH), 6.61 (d, J= 7.5Hz, IH), 4.54 (bs, IH), 4.11 (t, 
J= 6.3Hz, 2H), 3.43 (s, 2H), 2.88 (t, J= 6.3Hz, 2H ), 2.66 (t, J= 7.2Hz, 2H), 
15 2.06 (s, 3H), 1.60 (quintet, J= 7.2Hz, 2H), 1.36 (sixtet, J= 7.2Hz, 2H), 0.92 
(t, J= 7.2Hz, 3H) 0 

HJi^!)2 1 : [4-^^/V-3- (2- {5-?t^u-2- [4- (hV 7 
>V3rxi*=?->V) 7 =c z=.;V\ — 1, JV-A — (M ^h*cis) 

-7^=.>v\ mm 

20 TLC : Rf 0.41 n p t^A-A : * * / — A>= 8:1) ; 

iH NMR (DMSO-de) : 5 12.24 (brs, IH), 8.09 (d, J= 8.1Hz, 2H), 7.84 (d, 
J= 8.1Hz, 2H), 7.00 (d, J= 7.5Hz, IH), 6.85 (s, IH), 6.72 (d, J= 7.5Hz, IH), 
4.19 (t, J= 6.3Hz, 2H), 3.48 (s, 2H), 2.96 (t, J= 6.3Hz, 2H), 2.44 (q, J= 
7.5Hz, 2H), 2.38 (s, 3H), 0.98 (t, J= 7.5Hz, 3H) e 

25 HJS01I2 2: (3- {2- [2- (2, 2 - 1 , 3 -^^>^ 
^-^•y— /W- 5-^T/U) -5-^^/V-l, 3-^-^y— ^-4 — f/l"] 
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TLC • Rf 0.31 (^nn^M : y*y — yV= 9 : 1) ; 
m NMR (DMSO-de) = 6 7.84 (s, 1H), 7.76 (d, J= 8.4Hz, 1H), 7.51 (d, J= 
8.4Hz, 1H), 7.00 (d, J= 7.5Hz, 1H), 6.83 (s, 1H), 6.69 (d, J= 7.5Hz, 1H), 
5 4.i6 (t, J= 6.3Hz, 2H), 3.46 (s, 2H), 2.92 (t, J= 6.3Hz, 2H), 2.34 (s, 3H), 
2.04 (s, 3H) 0 

H«!|2 3: (3 - {2- [2- (2, 2 -i?7ArHru - 1 , 3 — <^y^ 
^"^y— /V--5— Y/W -5-ynfcVV-l, /U- 4 — < A^] 

10 TLC : Rf 0.30 (y n a /JvkA : y # y — A*= 9 : 1) ; 

m NMR (DMSO-de) = 6 7.85 (s, 1H), 7.77 (dd, J= 8.1, 0.9Hz, 1H), 7.51 
(dd, J= 8.1, 0.9Hz, 1H), 7.18 (dd, J= 7.5, 7.5Hz, 1H), 6.79 (m, 3H), 4.18 (t, 
J= 6.6Hz, 2H), 3.49 (s, 2H), 2.92 (t, J= 6.6Hz, 2H), 2.69 (t , J= 7.2Hz, 2H), 
1.65 (sixtet, J= 7.2Hz, 2H), 0.93 (t, J= 7.2Hz, 3H) Q 

15 IH«*J24: (3- {2- [2- (2, 2 -i^l^n - 1 , S-'O'SV 
^-^f-y— — <)V) - 5 -^P 1 , 3-^-^rf-y— ;V-A-^A-1 

TLC : Rf 0.33 (y n n^/l^A : y ^y— /k= 9 : 1) ; 
iH NMR (DMSO-de) = 5 7.84 (d, J= 1.5Hz, 1H), 7.77 (dd, J= 8.4, 1.5Hz, 
20 1H), 7.51 (d, J= 8.4Hz, 1H), 7.01 (d, J= 7.5Hz, 1H), 6.85 (s, 1H), 6.70 (d, J= 
7.5Hz, 1H), 4.19 (t, J= 6.3Hz, 2H), 3.48 (s, 2H), 2.94 (t , J= 6.3Hz, 2H), 
2.68 (t, J= 7.2Hz, 2H), 2.30 (s, 3H), 1.64 (sixtet, J= 7.2Hz, 2H), 0.92 (t, J= 
7.2Hz, 3H) 0 

^»J2 5: (3- {2- [2- (2, 2-^7>^n-l, 3 ^/S? 

25 ^-^y— A*- 5 -4 A*) -5 — 3 -tf-^Mfi/— /V- 4 - 
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TLC • Rf 0.25 (^po*M:^;?;^/V=9 : l) ; 
iH NMR (DMSO-de) : 6 7.87 (d, J= 0.9Hz, 1H), 7.78 (dd, J= 8.4, 0.9Hz, 
1H), 7.52 (d, J= 8.4Hz, 1H), 7.18 (dd, J= 7.8, 7.8Hz, 1H), 6.79 (m, 3H), 4.17 
(t, J= 6.6Hz, 2H), 3.50 (s, 2H), 3.18 (septet, J= 6.9Hz, 2H), 2.93 (t, J= 
5 6.6Hz, 2H), 1.27 (d, J= 6.9Hz, 2H) D 

mMM2 6 : (3 - {2- [2- (2, 2 -v^/t^tt - l , 3 1^/*?' 

^^-y^-ju- -5-4 yzfv}*;V-l, 3 — &**"&*/— JV— 4 - 

TLC : Rf 0.37 (^ntaaM'A : ?V= 9 : 1) ; 

10 !H NMR (DMSO-de) : 8 7.87 (d, J= 1.8Hz, 1H), 7.78 (dd, J= 8.4, 1.8Hz, 
1H), 7.52 (d, J= 8.4Hz, 1H), 7.01 (d, J= 7.5Hz, 1H), 6.84 (s, 1H), 6.69 (d, J= 
7.5Hz, 1H), 4.19 (t, J= 6.3Hz, 2H), 3.48 (s, 2H), 3.18 ( septet, J= 6.9Hz, 
1H), 2.95 (t, J= 6.3Hz, 2H), 2.04 (s, 3H), 1.26 (d, J= 6.9Hz, 6H) 0 

mnm2 7: o- {2- [2- (2, 3 — 

15 *-#y — J>V— 5 — f/lO 3-^-^^-/1^-4-^^] 
^h^^} -4-^9vH7ai=/V) gft& 
TLC • Rf 0.26 (^pptJvWA ; *jry—A,= 9 : 1) ; 
iH NMR (DMSO-de) = 8 7.86 (d, J= 1.8Hz, 1H), 7.78 (dd, J= 8.4, 1.8Hz, 
1H), 7.52 (d, J= 8.4Hz, IH), 7.01 (d, J= 7.5Hz, IH), 6.84 (s, IH), 6.69 (d, J= 

20 7.5Hz, IH), 4.18 (t, J= 6.3Hz, 2H), 3.48 (s, 2H), 2.94 (t , J= 6.3Hz, 2H), 
2.73 (q, J= 7.5Hz, 2H), 2.04 (s, 3H), 1.21 (t, J= 7.5Hz, 3H) 0 

mmm 28 : 4 - (hv yjvocv* ^-M t 9 ^ y^y ttafett 

4- (h!)7;^D^^) ^U^y (9.33g) (D;**/ — ;v (80mL) ^ 
JfcKl, T/ls^^m^T. (l6mL) *5<J:t«blf!z:6£: (510mg) & 
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x.it.^ mm-tzzt^m), r^^m^-r^mit^ d3.o g ) & 

#fCo 

5 TLC : Rf 0.13 n n TfrsUJ* : * # / —;V= 10:1) ; 

iH NMR (CDCla) : 8 1.72 (dd, J= 13.0, 4.0Hz, 1H), 1.81 (dd, J= 13.0, 
4.0Hz, 1H), 2.05-2.20 (m, 2H), 2.41-2.80 (m, 1H), 3.06 (dt, J= 13.0, 3.0Hz, 
2H), 3.40-3.60 (m, 2H) 0 

MMM 2 9:4- (hV -7>V3rxi * *f->v) - 1 - fcV< V *?lsfj /vtff-^rT 5 
10 K 

M1&M 2 8 lstz.ik&m (3.80g) (D^hTt K n 7 7 >- (25mL) M 

j^C, h y ^*f-)\>T ^ ^ (2.9mL) *5 ZXfi?-**^^ ^ #V^-JV (3.80g) 

«rin^, m.ux~mmw^ 0 &fem&m*ik\zL&g, mm=^^x^mv 

15 It^^Sr^o £tf>#D{£$3<£>:^/— /V- (30mL) *5 J: TJ^ h 7 t: Kn7 

^ (ismL) <Dm&mm*ykfcx%i%ii^ ry^T^^yy^tt 

(2.19g) £#fc 0 

20 TLC • Rf 0.47 (^nd/ivW*, : ?V= 1 0 : 1) ; 

*H NMR (CDCI3) : 6 1.76-1.61 (m, 2H), 2.03-1.93 (m, 2H), 2.44-2.24 (m, 
1H), 3.15-3.03 (m, 2H), 4.65 (brd, J= 13.0Hz, 2H), 5.83 (brs, 2H) C 
^JtM3 0 : t^JV {5-^^-2- [4- ( M) ^ f ;V) 

Vi?l/-1— f/Kl -1, SV- 4-' <M T±*—h 

25 MMM2 9^«3ftU;fe:<fb'fr* (2.18g) <T>^9J—As (lOmL) ffi&te* * 
^/V 4-^n^-3-^y^/r-h (2.37g) &Mx.X, ^M.X— 
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y-^: mm^^=4 : 1^2 : i) t«l, TW.<Dyom!M.*^-tz>mm 

5 (2.86g) &#fc 0 

TLC:Rf 0.51 (^^r^V : gf$fe;c?yv= 2 : l) ; 

iH NMR (CDCI3) : 8 1.67 (dq, J= 5.0, 13.0Hz, 2H), 1.93 (brd, J= 13.0Hz, 
2H), 2.23 (s, 3H), 2.31-2.11 (m, 1H), 2.89 (dt, J= 2.5, 13.0Hz, 2H), 3.53 (s, 
2H), 3.70 (s, 3H), 4.00 (brd, J= 13.0Hz, 2H) Q 
10 mMM3 1 : 2- {5-* g ?-A>-2- [4- (hy7/Ptn^f;k) t°^y 
v?^- 1 — f/v] -1, 3 -^TV— ;v-4-^(;v} 

■fcMik y^AT/V5:~!7iN (336mg) (DM^ b7kKc7^ (35mL) 
^&*7KT^*PU 3 0 "CjSJg Vtcik&Wl (2.85g) (DMTK^b^t 

Kn77^ (5mD m«tu ^uxi 5^mmw^tc 0 Rfom&W* 
i6 tk^-c^spl^^^^ mnmwt-r h v ^^mm (i.8mD wt> mt? 

l^m#Lfc„ SJS?l-^#)^^rc^/^-^yV (20mL) SrJpfc, 

TTE*ttll[**i-S«jBflS'fr* (2.46g) £#fc 0 
TLC : Rf 0.24 (^^V : ffiWt^/ls= 2 : 1) ; 
20 *H NMR (CDCls) : 6 1.68 (dq, J= 4.5, 13.0Hz, 2H), 2.00-1.90 (m, 2H), 
2.21 (s, 3H), 2.33-2.13 (m, 1H), 2.67 (t, J= 5.5Hz, 2H), 2.92 (dt, J= 3.0, 
13.0Hz, 2H), 3.85 (t, J= 5.5Hz, 2H), 3.98 (brd, J= 13.2Hz, 2H), 4.29 (br, 
1H) 0 

2 : **3-Jl> [2-7/V^-n-3- (2- { 5 ^W- 2 - [4- 
25 (hy^/W^n^^-ylx) K°s<}) l?^- 1 — ( ;V] - 1 , 3-^X^-/^-4 
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C0 2 CH 3 



mmm 3 1 -?wm \^tz.\^m (227m g ) , * ^-^ ( 2 - - 3 - 1 

Kt3^rv^7^=/W) T-&?—h (184mg) & .tTJ* h V 7 /V-*;* 7 ^ 1/ 
(262mg) CD&Tkv^o *V (5mL) TVV^^&ItT* ^fflT?- 

5 Tv^^/v^^v^^^ (435mg) SriTU Ml-?4 NFWfiKi^ S 

(^MfV : ffflfcx^vi'* 9 : 1 -» 7 : 3) "CHMSU TlB©4M4'flK«:*ri- 
*aiH^* (306mg) 

TLC^Rf 0.64 (^^V : @^^^vl"= 1 : 2) ; 

10 *H NMR (CDCla) • 8 1.68 (qd, J= 12.7, 4.4Hz, 2H), 1.94 (d, J= 12.7Hz, 
2H), 2.13-2.28 (m, 1H), 2.26 (s, 3H), 2.89 (td, J= 12.7, 2.7Hz, 2H), 2.98 (t, 
J= 6.9Hz, 2H), 3.65-3.68 (m, 2H), 3.70 (s, 3H), 4.01 (d, J= 12.7Hz, 2H), 
4.25 (t, J= 6.9Hz, 2H), 6.74-6.83 (m, 1H), 6.85-7.02 (m, 2H)„ 
MMM3 3 : [2-7/^13-3- (2- {5-^^-2- [4- (hV 

15 t°-<yv ; ^-l — T/W] -1, 3-f7/-/V-4-^;W 



2-V$mVfr4k& ! ®> (306mg) <D*#;— A> (5mL) ^JitJ^ h 
7tKo77^ (5mL) <om&W0LK- 5 N7k$tffc:^- h U *7 AtK^K (2.00mL) 
20 ^MtfJP^T, 2l$WUt, gi£ll^«r2Nt^-(?pH4l^m 

^ttm^^'i-S^ffi'fb^^ (226mg) &#fc 0 
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TLC : Rf 0.60 ct n jjWA : * # J —/V— 9:1) ; 
iH NMR (DMSO-de) : 5 1.47 (qd, J= 12.7, 4.4Hz, 2H), 1.86 (d, J= 
11.5Hz, 2H), 2.19 (s, 3H), 2.47-2.63 (m, 1H), 2.86 (t, J= 6.7Hz, 2H), 2.94 
(dt, J= 12.7, 2.7Hz, 2H), 3.57 (d, J= 1.5Hz, 2H), 3.86 (d, J= 12.7Hz, 2H), 
5 4.20 (t, J= 6.7Hz, 2H), 6.80-6.87 (m, 1H), 6.97-7.09 (m, 2H), 12.20-12.70 
Cbrs, 1H) 0 

■mmmz A-mmmz a (i 5) 

10 fcr±*©ftfr0l£ffii3**"a7Vl'=»~ A'ftJUfr^WTH ^«»J 3 2 — 

HJ£0tJ 34: (3-{2-[2-(l, 1'- tf 7 4 f /V) - 5 

-p^A'-l, 3 - i/—/^- 4—^/1^] rcb^V} -4-^f/W7x 

15 TLC:Rf 0.57 (^nn^^y : ^^7-^=9 : 1) ; 

iH NMR (DMSO-ds) : S 2.06 (s, 3H), 2.35 (s, 3H), 2.94 (t, J= 6.23Hz, 
2H), 3.49 (s, 2H), 4.19 (t, J= 6.23Hz, 2H), 6.71 (d, J= 7.57Hz, IH), 6.86 (s, 
IH), 7.02 (d, J= 7.57Hz, IH), 7.38 (t, J= 7.57Hz, IH), 7.47 (t, J= 7.57Hz, 
2H), 7.70 (d, J= 7.57Hz, 2H), 7.78 (d, J= 8.30Hz, 2H), 7.98 (d, J= 8.30Hz, 

20 2H), 12.25 (s, 1H) 0 

^Jfe^tJ3 4 (1) : 3 - {2- [5-^^-2- (4-7 

airWfcV^y *Jy- 1 -1, 3-f7/-;V-4-^/!/] ^b^f^) 

TLC : Rf 0.65 ^pp^?^=1 : 9) ; 

25 *H NMR (DMSO-de) : 6 12.23(brs, IH), 7.34-7.13(m, 5H), 7.02(d, J= 
7.5Hz, IH), 6.82(d, J= 1.2Hz, IH), 6.79(dd, J= 7.5, 1.2Hz, IH), 4.12(t, J= 
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6.3Hz, 2H), 3.96-3.83(m, 2H), 3.48(s, 2H), 2.99(dt, J= 12.3, 2.7Hz, 2H), 
2.86(t, J= 6.3Hz, 2H), 2.78-2.62(m, 1H), 2.20(s, 3H), 2.05(s, 3H), 
1.87-1.76(m, 2H), 1.67(dq, J= 12.3, 3.9Hz, 2H)„ 

mmm34 (2) : (3- {2- [2 - (4-^d7xx/v) -5-7^ 

TLC:Rf 0.31 (^nn^M : ^^7-/^=9 : 1) ; 
m NMR (DMSO-de) = 8 2.04 (s, 3H), 2.34 (s, 3H), 2.93 (t, J= 6.3Hz, 2H), 
3.48 (s, 2H), 4.17 (t, J= 6.3Hz, 2H), 6.70 (dd, J= 7.5, 1.5Hz, 1H), 6.84 (d, J= 
10 1.5Hz, 1H), 7.01 (dd, J= 7.5, 0.7Hz, 1H), 7.54 (d, J= 9.0Hz, 2H), 7.90 (d, J= 
9.0Hz, 2H), 12.22 (s, 1H) G 

mMW34 (3) : (2-^/^n-3- {2- [5-7^-2- (4- 
7x=;U^y^y-l-^/l^) -1, 3-f7/-/V-4 — f/u] a^h* 

*✓} 7^—/^) mm 

15 TLC:Rf 0.54 (^nnt/JvW* : — 9 : 1) ; 

m NMR (DMSO-de) = 5 1.67 (qd, J= 12.3, 4.2Hz, 2H), 1.81 (t, J= 12.3Hz, 
2H), 2.20 (s, 3H), 2.71 (tt, J= 8.4, 3.6Hz, 1H), 2.87 ( t, J= 6.6Hz, 2H), 3.00 
(td, J= 12.3, 2.1Hz, 2H), 3.58 (s, 2H), 3.90 (d, J= 12.3Hz, 2H), 4.21 (t, J= 
6.6Hz, 2H), 6.73-6.89 (m, 1H), 6.93-7.13 (m, 2H), 7.13-7.35 (m, 5H), 12.37 

20 (s, 1H) 0 

MMM 3 4 (4) : (3- {2- [5-^^/1— 2 - (4 -^-/Vf^? 
— i /V) -l, 3-f7^-4-^;H y =. ^/u) 

mm 

TLC : Rf 0.54 (7*/ — : ^pp^>= 1 : 9) ; 
25 *H NMR (DMSO-de) : 6 12.25(brs, 1H), 7.28-7.13(m, 3H), 6.96(d, J= 
9.0Hz, 2H), 6.86-6.75(m, 4H), 4.14(t, J= 6.9Hz, 2H), 3.5l(s, 2H), 



51 



WO 2005/028453 



PCT/JP2004/014137 



3.48-3.39(m, 4H), 3.26-3.15(m, 4H), 2.86(t, J= 6.9Hz, 2H), 2.2l(s, 3H)o 

mmms4 (5) : [3- (2- {2- [4- u-^nn^-^) 

$/) 71^] itBft 

5 TLC:Rf 0.51 (7 * 7 —A' : *J9 p p * >-= 1 : 9 ) ; 

m NMR (DMSO-de) : 8 12.25(brs, 1H), 7.24(d, J= 9.0Hz, 2H), 7.19(t, J= 
8.1Hz, 1H), 6.97(d, J= 9.0Hz, 2H), 6.84-6.75(m, 3H), 4.14(t, J= 6.9Hz, 2H), 
3.5l(s, 2H), 3.48-3.39(m, 4H), 3.27-3.15(m, 4H), 2.86(t, J= 6.9Hz, 2H), 
2.2l(s, 3H) 0 

10 3 4 (6) : [3- (2- {5-^^-2- [4- (4-^^7 

^~7V) fcT^v^- 1 ->fA'] -1, 3 -f7/- A"- 4 —- f A'} ^ b^r 

TLC : Rf 0.48 (^/-^: ^op^^^I : 9) ; 
iH NMR (DMSO-de) = 6 12.26(brs, 1H), 7.18(t, J= 8.1Hz, 1H), 7.04(d, J= 
15 8.4Hz, 2H), 6.86(d, J= 8.4Hz, 2H), 6.84-6.75(m, 3H), 4.14(t, J= 6.9Hz, 2H), 
3.5l(s, 2H), 3.48-3.38(m, 4H), 3.21-3.08(m, 4H), 2.86(t, J= 6.9Hz, 2H), 
2.2l(s, 3H), 2.20(s, 3H) Q 

mmM34: (7) : (3- {2- [2- (1, 3-i?t Kn-2H-f y^f 
^K— A'— 2 — T/V) - 5 — ff-As— 1 , 3-^7/^-4-^^] 

20 ^v-} -2-7;VtD7x-/V) 

TLC : Rf 0.52 p n Tjs/VA : 7 ^ / — /V= 9:1) ; 
iH NMR (DMSO-de) : 5 2.23 (s, 3H), 2.91 (t, J= 6.6Hz, 2H), 3.58 (d, J= 
0.9Hz, 2H), 4.24 (t, J= 6.6Hz, 2H), 4.66 (s, 4H), 6.80-6.87 (m, IH), 
6.98-7.10 (m, 2H), 7.27-7.34 (m, 2H), 7.35-7.41 (m, 2H), 12.41 (brs, 1H) Q 

25 ^»J3 4 (8) : [3- (2- {2- [4- (4 - * P P7x^) t°-< 
7^-l->fA'] -5-7^-1, 3-f7/-/l'-4-^}ih* 
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TLC : Rf 0.56 (^^7— A". ^nn^y=l : 9) ; 
iH NMR (DMSO-de) : 6 12.4l(brs, 1H), 7.24(d, J= 9.0Hz, 2H), 
7.09-6.92(m, 4H), 6.88-6.78(m, 1H), 4.2l(t, J= 6.6Hz, 2H), 3.57(d, J= 
5 1.6Hz, 2H), 3.48-3.37(m, 4H), 3.28-3.16(m, 4H), 2.88(t, J= 6.6Hz, 2H), 
2.2l(s, 3H) 0 

HJM34 (9) : [3- (2- {2- [4- (4-^nn7x^) fcf-< 

V) -4-^^/W^^=/V] 

10 TLC : Rf 0.48 (p< 9 S —A* :^nn^y=l :9) ; 

iH NMR (DMSO-de) : 5 12.2l(brs, 1H), 7.24(d, J= 9.0Hz, 2H), 7.0l(d, 
J= 7.5Hz, IH), 6.97(d, J= 9.0Hz, 2H), 6.81-6.78(d, J= 1.2Hz, IH), 6.69(dd, 
J= 7.5, 1.2Hz, IH), 4.13(t, J= 6.6Hz, 2H), 3.48(s, 2H), 3.46-3.37(m, 4H), 
3.26-3.15(m, 4H), 2.87(t, J= 6.6Hz, 2H), 2.2l(s, 3H), 2.05(s, 3H)„ 

15 ^»J3 4 (10) : [3- (2- {2- [4- (4-^no7x=;V) bf 
— (As] -5-^^/1^-1, 3-^T^— yV-4 — f/W ^ h 

TLC : Rf 0.40 o n Jft/l^ : * 7 — /V= 9:1) ; 

iH NMR (DMSO-de) : 5 1.55-1.64 (m, J= 12.5, 4.0Hz, IH), 1.68 (dd, J= 

20 12.5, 4.0Hz, IH), 1.74-1.87 (m, 2H), 2.05 (s, 3H), 2.20 (s, 3H), 2.73 (tt, J= 
12.5, 3.5Hz, IH), 2.85 (t, J= 6.5Hz, 2H), 2.99 (dt, J= 12.5, 2.5Hz, 2H), 3.48 
(s, 2H), 3.89 (brd, J= 12.5Hz, 2H), 4.12 (t, J= 6.5Hz, 2H), 6.69 (dd, J= 7.0, 
1.1Hz, IH), 6.82 (d, J= 1.1Hz, IH), 7.02 (d, J= 7.5Hz, IH), 7.27 (d, J= 
8.5Hz, 2H), 7.34 (d, J= 8.5Hz, 2H), 12.20 (brs, 1H)„ 

25 Htt9J3 4 (11) : (3- {2- [2- (3, A-*JK Ko-IH — ( V 
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TLC : Rf 0.55 A* : ^Pn^^= 1 : 9) ; 

iH NMR (DMSO-de) : 5 12.20(brs, lH), 7.26-7.12(m, 4H), 7.02(d, J= 
7.5Hz, 1H), 6.82(d, J= 1.5Hz, 1H), 6.69(dd, J= 7.5, 1.5Hz, 1H), 4.5l(s, 2H), 
6 4.i4(t, J= 6.6Hz, 2H), 3.6l(t, J= 6.0Hz, 2H), 3.48(s, 2H), 2.95-2.82(m, 4H), 
2.22(s, 3H), 2.05(s, 3H) 0 

mmm3 4 (12) : (4-^^-3- {2- [5-^^-2- u- 

~7zl~?V- 3, Kn-2H-t°y 1 — ( A*) - 1 , 3-^T 

^h^iX} 7x^/1/) g^g? 

10 TLC • Rf 0.52 (^pd*;^ : ^^y— /V-= 9 : 1) ; 

iH NMR (CDCla) : 6 2.15 (s, 3H), 2.27 (s, 3H), 2.61-2.68 (m, 2H), 2.98 (t, 
J= 6.6Hz, 2H), 3.58 (s, 2H), 3.68 (t, J= 5.8Hz, 2H), 4.02-4.07 (rh, 2H), 4.20 
(t, J= 6.6Hz, 2H), 6.06-6.11 (m, 1H), 6.72-6.79 (m, 2H), 7.05 (d, J= 7.5Hz, 
1H), 7.21-7.43 (m, 5H)„ 

15 (13) : [3- (2- {2- [4- (4 :7^=/U) 

TLC : Rf 0.38 ^ : ^oa> 1 : 9) ; 

iH NMR (DMSO-de) : 6 12.2l(brs, 1H), 7.27(dd, J= 8.7, 5.7Hz, 2H), 
20 7.10(t, J= 8.7Hz, 2H), 7.02(d, J= 7.5Hz, IH), 6.82(d, J= 1.2Hz, IH), 6.70(dd, 
J= 7.5, 1.2Hz, IH), 4.12(t, J= 6.6Hz, 2H), 3.96-3.82(m, 2H), 3.48(s, 2H), 
2.98(t, J= dt, 12.3, 2.4Hz, 2H), 2.86(t, J= 6.6Hz, 2H), 2.72(tt, J= 12.3, 
3.3Hz, IH), 2.20(s, 3H), 2.05(s, 3H), 1.87-1.73(m, 2H), 1.64(dq, J= 12.3, 
4.2Hz, 2H) 0 

25 H»J34 (14) : (4-^^-3- {2- \_5 - **f-)V- 2. - (4- 
7x^/1/^7^- 1 — < A-) -1, 3-f7'/-;v-4-^;v] ^ 
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TLC ' Rf 0.54 (^n*W : *9S*-A>=9 : 1) ; 
iH NMR (CDCla) : 5 2.14 (s, 3H), 2.26 (s, 3H), 2.96 (t, J= 6.6Hz, 2H), 
3.21-3.27 (m, 4H), 3.49-3.58 (m, 6H), 4.17 (t, J= 6.6Hz, 2H), 6.72-6.76 (m, 
5 2H), 6.86-6.97 (m, 3H), 7.04 (dd, J= 8.1, 0.7Hz, 1H), 7.24-7.31 (m, 2H) 0 

HJS0O3 4 (15) : {4-7 ^-3- [2- (5-^^/1—2- {4- 
[5- (h!J7;Vtn^f;v) fc° JJ 2 ^3 f^^- 1 

-1, 3-f7/-/V-4 — fA-) ^b^ix] ^^^/V} 
TLC : Rf 0.47(^^7—71^:^^X3 0^^^=1:9) ; 
10 iH NMR (CDCls) : 5 8.44-8.38(m, 1H), 7.65(dd, J= 9.0, 2.4Hz, 1H), 
7.04(d, J= 7.2Hz, IH), 6.80-6.7l(m, 2H), 6.65(d, J= 9.0Hz, IH), 4.19(t, J= 
6.6Hz, 2H), 3.79-3.69(m, 4H), 3.57(s, 2H), 3.54"3.46(m, 4H), 2.96(t, J= 
6.6Hz, 2H), 2.27(s, 3H), 2.14(s, 3H) C 

5 : t^JV (3- {2 - [2- (4 -7'd ; E-7x=/V) 
15 /P— 1, 3-^-^r^y— /l^-4— ^h^rv^} -4-^^;W7x^;W) 

mmm 3 0 -t?M5£ Lit4t&®.<Dftt> v [2- (4 -^n^^ 

/V) -5 -7^-1, 3-^-df.^y— /V- 4--T/U] T-tr*— K SsJztf 
7^/1^ (2-7/l^tn-3-t Ka^^7x=:;V) 7t^ - bWl^U U:^ 
20 (3-fc Kn^^-4-^f/W7x^) T-fe* — h SrJEV^ 

TLC : Rf 0.48 (Mfct^ : ^f-^= l : 2) ; 

iH NMR (CDCla) : 8 2.15 (s, 3H), 2.37 (s, 3H), 2.98 (t, J= 6.3Hz, 2H), 
25 3.56 (s, 2H), 3.67 (s, 3H), 4.23 (t, J= 6.3Hz, 2H), 6.78-6.71 (m, 2H), 7.05 (d, 
J= 7.8Hz, IH), 7.56 (d, J= 8.7Hz, 2H), 7.84 (d, J= 8.7Hz, 2H) 0 
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mmms 6 : [4-^^-3- (2- {5-^^-2- [4- (t° 




CQ 2 CH 3 



CH 3 



5 3 5 T?§5Bt Vtcik&Vd (300mg) , -zf^ ( 2 - fc> U i?A<>) 

XX (273mg) „ ^by^l7^ (85mg) *3 h (hV 

*7 4l/) s<7i?$J± (39mg) (Z)^^r^^ (3mL) mm^TA-^>%m,r. 

10 -r^v'^A-e^;^, Slit, M^^y^W7^^n-7h^77 
A- : ftB6^^/W= 2 : 1) Titt^U TIBtf>*M4fc«:^ri-S« 

Mit-frM (240mg) &#fc 0 

TLC : Rf 0.09 (^If-V : H^x^= 2 : 1 ) 0 

^Jg^!|3 7 : [3- (2 - {2- [4- (7 7^-3-^7V) 7x^ 

15 /V] 3-^^rf-)/— A?— 4— 4 A*} Jih^rV) -4-p« 




3 5T*Mitb/c^^ (300mg) „ 3-7^/^7^ (97mg) , 
mmj-hV?& (92mg) *s£tJ*X (fy7x^*77^y) ^7 

20 v'^A (39mg) <D&* Y*^*-?^ (6mL) *5j;tM< (2mL) <D®&f&m& 
9 0tT'2^rWLfc o S^^^TK-C^L, ^^^T^ttlbfCo 
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^/W=9 : l-»4 : 1) "T*ttSlU TIBOWfe^^-f S^Mte^ (260mg) 
5 TLC : Rf 0.24 : @^^^= 2 : 1) 0 

mmm 3 8 ~n;tfefly 3 8 ( 1 ) 
mmm 3 2 -csks vfrit&m<Dftt> r> \z.mmm 3 6 *s ±t«»« 3 7 -eas 

10 HJ60!I3 8 : [4-^/^-3- (2- {5-^^-2- [4- (t'yi? 
^-2 — f/w) —l, 3 — Jr*c^S—fl'- 4 — f/W ^h^f-vO 

TLC : Rf 0.38 n n : ^ # / — 9:1) ; 

iH NMR CDMSO-de) : 5 2.05 (s, 3H), 2.37 (s, 3H), 2.95 (t, J= 6.32Hz, 

15 2H), 3.45 (s, 2H), 4.18 (t, J= 6.32Hz, 2H), 6.69 (d, J= 7.51Hz, 1H), 6.86 (s, 
1H), 7.01 (d, J= 7.51Hz, 1H), 7.38 (ddd, J= 7.50, 4.76, 1.10Hz, 1H), 7.90 
(ddd, J= 8.06, 7.50, 1.74Hz, 1H), 8.01 (d, J= 8.24Hz, 2H), 8.01-8.05 (m, 
1H), 8.22 (d, J= 8.24Hz, 2H), 8.68 (ddd, J= 4.76, 1.74, 0.91Hz, 1H) C 
MMM 3 8 (1) : [3- (2- {2- [4- 7^=- 

20 }V\ -5-^^/V-l, 3—Jr5r^V— )V-4-4M ^ h — 4— 

TLC : Rf 0.33 (^pp*M : ^=9 : 1) ; 

iH NMR CDMSO-de) : 5 2.06 (s, 3H), 2.35 (s, 3H), 2.93 (t, J= 6.32Hz, 
2H), 3.49 (s, 2H), 4.17 (t, J= 6.32Hz, 2H), 6.70 (d, J= 7.51Hz, IH), 6.85 (s, 
25 IH), 7.02 (d, J= 7.51Hz, IH), 7.01-7.02 (m, IH), 7.73 (d, J= 8.24Hz, 2H), 
7.75-7.78 (m, IH), 7.90 (d, J= 8.24Hz, 2H), 8.28 (s, IH), 12.25 (brs, 1H) D 
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mmm3 9~mi&ma 9 (s) 

3-7!) /vtf?z/J&<DftfrQKl&%1-Ztf , 7>'Wt&R^X^ 3 7— H 

5 |Hjfe#!l3 9: (3- {2- [2- (4' 1' -If 7*^/1/ 

_ 4 _^ /P ) - 5 ^-/V- 1 , 3-^"^^>^— /I — 4— YA'] 3i h^^} 
-4-^^/V7cc^/W) 

TLC : Rf 0.54 (tZS—A' : ^Pn^V=l : 9) ; 
iH NMR (DMSO-de) = 8 12.24(brs, 1H), 7.97(d, J= 8.4Hz, 2H), 7.77(d, 
10 J= 8.4Hz, 2H), 7.76(dd, J= 8.7, 5.7Hz, 2H), 7.30(t, J= 8.7Hz, 2H), 7.02(d, 
J= 7.5Hz, 1H), 6.85(d, J= 1.2Hz, 1H), 6.70(dd, J= 7.5, 1.2Hz, 1H), 4.18(t, 
J= 6.3Hz, 2H), 3.49(s, 2H), 2.94(t, J= 6.3Hz, 2H), 2.35(s, 3H), 2.05(s, 3H) Q 
^»!|3 9 (1) : (3- {2- [2- (3' 1' - \f7 

-c-SU- 4-4 M - 5 — ff-As— 1 , 3 -^T^-^V—JV- 4 — C/Kl h 

i5 -4-^f;v7i^) mm 

TLC : Rf 0.54 9 / — As : &9 uv?? 1:9) ; 
iH NMR CDMSO-de) : 8 12.25(brs, 1H), 7.98(d, J= 8.7Hz, 2H), 7.83(d, 
J= 8.7Hz, 2H), 7.62-7.44(m, 3H), 7.26-7.17(m, IH), 7.02(d, J= 7.8Hz, IH), 
6.85(d, J= 1.2Hz, IH), 6.70(dd, J= 7.8, 1.2Hz, IH), 4.18(t, J= 6.3Hz, 2H), 
20 3.49(s, 2H), 2.94(t, J= 6.3Hz, 2H), 2.36(s, 3H), 2.06(s, 3H) C 

m)&ffl3 9 (2) : [4-^^-3- (2- {5-^^-2- [4- 
Osr-7 — f/vO 7i^v] -l, 3 — JV-A — <M 

TLC *• Rf 0.37 n H/JvW* : 7< ^/—/^ 9 : 1) ; 
25 m NMR (DMSO-de) : 8 2.05 (s, 3H), 2.35 (s, 3H), 2.93 (t, J= 6.32Hz, 
2H), 3.47 (s, 2H), 4.17 (t, J= 6.32Hz, 2H), 6.70 (dd, J= 7.51, 1.28Hz, IH), 
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6.85 (dd, J= 1.28, 0.73Hz, lH), 7.01 (dd, J= 7.51, 0.73 Hz, 1H), 7.16 (dd, J= 
4.94, 3.66Hz, 1H), 7.60 (dd, J= 4.94, 1.10Hz, 1H), 7.61 (dd, J= 3.66, 1.10Hz, 
1H), 7.77 (d, J= 8.60Hz, 2H), 7.92 (d, J= 8.60Hz, 2H) 0 

mmms9 o> : [4-7^-3- (2- {5-7^-2- [4- & 

5 iry 31 3—4 vw) 7x^;H -l, 3 -Jr^^^S—iv- 4 — < M b 

TLC : Rf 0.37 (^pd*;^ : 7 ?S—A'=*9 : 1) ; 

m NMR (DMSO-de) : 8 2.06 (s, 3H), 2.36 (s, 3H), 2.94 (t, J= 6.32Hz, 

2H), 3.48 (s, 2H), 4.18 (t, J= 6.32Hz, 2H), 6.70 (dd, J= 7.51, 0.92Hz, 1H), 
10 6.85 (d, J= 0.92Hz, 1H), 7.02 (d, J= 7.51Hz, lH), 7.61 (dd, J= 5.13, 1.46Hz, 

1H), 7.66 (dd, J= 5.13, 2.93Hz, 1H), 7.84 (d, J= 8.61Hz, 2H), 7.93 (d, J= 

8.61Hz, 2H), 7.99 (dd, J= 2.93, 1.46Hz, 1H) 0 

(4) : [3- (2- {2- [4- (77^-2 — f/V) 7 

)V\ -5—7 fjV— 1 , 3— Hr*fW— As— 4—4 M ^h*-» -4-7 
15 f;l/7i^/W] mm 

TLC : Rf 0.33 (^op*;^ : ^^/-;v=9 : 1) ; 

iH NMR (DMSO-de) = 5 2.05 (s, 3H), 2.35 (s, 3H), 2.93 (t, J= 6.32Hz, 

2H), 3.48 (s, 2H), 4.18 (t, J= 6.32Hz, 2H), 6.62 (dd, J= 3.48, 1.83Hz, 1H), 

6.70 (dd, J= 7.69, 1.10Hz, 1H), 6.85 (d, J= 1.10Hz, 1H), 7.02 (d, J= 7.69Hz, 
20 1H), 7.06 (d, J= 3.48Hz, lH), 7.80 (d, J= 8.60Hz, 2H), 7.79 (d, J= 1.83Hz, 

1H), 7.94 (d, J= 8.60Hz, 2H), 12.24 (brs, 1H)„ 

mfcW3 9 (5) : [3- (2- {2 - [4- 7 
;v\ - 5— 4 y?n 1 , 3 — it^W'-A'— 4 — 4M x.h*f) - 

4-7^/v7oc^/^] &m 

25 TLC : Rf 0.35 (^0*/^ : ^;-/V=9 : 1) ; 

iH NMR (CDCla) : 5 1.33 (d, J= 6.96Hz, 6H), 2.13-2.18 (m, 3H), 3.02 (t, 
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J= 6.50Hz, 2H), 3.15 (septet, J= 6.96Hz, 1H), 3.58 (s, 2H), 4.24 (t, J= 
6.50Hz, 2H), 6.49 (dd, J= 3.30, 1.83Hz, 1H), 6.72 (d, J= 3.30Hz, 1H), 6.76 
(d, J= 7.51Hz, 1H), 6.78 (s, 1H), 7.05 (d, J= 7.51Hz, 1H), 7.49 (d, J= 1.83Hz, 
1H), 7.71 (d, J= 8.42Hz, 2H), 7.98 (d, J= 8.42Hz, 2H) Q 
5 £Mm39 (6) : [3- (2- { 5 — f V 2 - [4- 

i^-2— <;V) 7x=/l/] -1, 3-^-^j/— /V-A-^M ^Y^^y) 

-4-^Wx=;V] jtm. 

TLC : Rf 0.35 (^nn*M : * ? S — ;U=9 : 1) ; 

iH NMR (CDCla) 6 1.33 (d, J= 7.0Hz, 6H) 2.16 (s, 3H) 3.02 (t, J= 6.6Hz, 
10 2H) 3.15 (septet, J= 7.0Hz, 1H) 3.58 (s, 2H) 4.24 (t, J= 6.6Hz, 2H) 

6.74-6.78 (m, 2H) 7.05 (d, J= 7.5Hz, 1H) 7.09 (dd, J= 4.8, 3.3Hz, 1H) 7.31 

(dd, J= 4.8, 1.2Hz, 1H) 7.37 (dd, J= 3.3, 1.2Hz, 1H) 7.65 (d, J= 8.7Hz, 2H) 

7.97 (d, J= 8.7Hz, 2H)„ 

3 9 ( 7 ) : (3- {2- [5— ( Vzfv fcVl— 2 - (4' b*c 
15 1' - t'7x^;b- 4 — T/V) -1, 3— ^-^-^i/— A— 4 — 1W] 

^b^v"} -4-^^/V^^^/V) 

TLC : Rf 0.41 na^A. : * ? / —;V= 9:1) ; 
iH NMR (CDCla) = 8 1.32 (d, J= 6.9Hz, 6H) 2.16 (s, 3H) 3.02 (t, J= 6.5Hz, 
2H) 3.15 (septet, J= 6.9Hz, IH) 3.58 (s, 2H) 3.85 (s, 3H) 4.24 (t, J= 6.5Hz, 
20 2H) 6.74-6.78 (m, 2H) 6.98 (d, J= 6.9Hz, 2H) 7.04 (d, J= 7.5Hz, IH) 7.56 (d, 
J= 6.9Hz, 2H) 7.60 (d, J= 8.7Hz, 2H) 8.01 (d, J= 8.7Hz, 2H)„ 
MMM 3 9 (8) : (3- {2 - [5 —A 2 — (4' -ff-fr 

-1, 1' -\f? zz.—JrV— Jls) -1, 3 — ^T^c^S—JiV— 4 — ( )V\ 

25 TLC : Rf 0.61 # J —>V :^nn^y=l : 9) ; 

m NMR (DMSO-de) : 6 12.23(brs, IH), 7.97(d, J= 8.4Hz, 2H), 7.76(d, 
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J= 8.4Hz, 2H), 7.6l(d, J= 7.8Hz, 2H), 7.28(d, J= 7.8Hz, 2H), 7.0l(d, J= 
7.5Hz, 1H), 6.87(d, J= 1.2Hz, 1H), 6.70(dd, J= 7.5, 1.2Hz, 1H), 4.2l(t, J= 
6.3Hz, 2H), 3.49(s, 2H), 3.19(septet, J= 7.2Hz, 1H), 2.97(t, J= 6.3Hz, 2H), 
2.34(s, 3H), 2.06(s, 3H), 1.27(d, J= 7.2Hz, 6H)„ 

5 iMto&tom&m 

(1) t bPPAR&ffiV^c/Vix:^^—- v±4 <DtfW<DmU 

io ^m^m^mtskT^ta < ^mit^m^wm-r^tab^mM : mm<D^i 

Irftfrh^ ^5 5*1"***— if (TK) ^— ^iBT^/^iX^^^ — 

^atfe^^lS^i"^^^ * ^ *WF$rfZ> S ^-CxPica Gene Basic Vector 2 
fi^S, SffiM 1 ^n^No. 309-04821) ^#5t5t 

15 fc^&^JI? fflbx TK/n^- ^ — Sr&Op TK/3 (^n^^^^fc, 

n>/No. 6179-1) ^gl/J^^n^^-ffitti Lt, TK/n^ 

* — (-105/+51) ^gHTO^^^^^-— Vmfc^^??— pTK-Luc.^r 

^#SH^1J, UASlr4[5Ii!i9SLfcxy^yt-E?iJSrifAt, 4X 
20 UAS-TK-Luc.£#£ilU ^tf—f—Afc^b Lfc 0 ^T^-^V^fc^^^^i^ 
— SB^U (1B^IJ#-^1) *7F-fo 

mm^l : Gal4Mfi^@H^iJ=lr^«9 3SLfc^>'^>'f->-iE^I 

5'-T (CGACGGAGTACTGTCCTCCG) X4AGCT-3' 
^Gal4^S^DNA^|g^<D^^>^7|5C^> #rt£&#fc bP 
25 PARo, 7*fc«5©y ^yK*^H«ftB^**fc, =^ 7^tMS 
^mi'S^^^ — £^T<E>J: 0 Mffr&Lfc 0 Pica Gene Basic 
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Vector 2 >*t±, # * * ? No. 309-04821) 1:1*^^^ 

5 3-Kt5DNATSl^ bbPPARa, y * fc r± 8 (D ]} # > Yfe&WiL 
Sra-KtSDNAiJS, -7 £ ? mBH^LT. PicaGene Basic 

Vector 2 ©^o*— ^— • ^t^^if— fig#T«Efc#AUfc. 
bfc^^7^fiW^^^ : &-r^<N thPPARa, <y £fcf3:S ©y tf^- 
K^I^OT^/^Klte, SV40 T-antigen *3fe©;R#fTS'^-*vK Ala 
10 ProLysLysLysArgLysValGly (SB?lJ#-5§- 2 ) — #/M?3F~>* 

^if O^-^ ^/V^-:=. fai t° 1 — :7\ Tyr Pro Tyr Asp Val Pro Asp Tyr Ala 
(SB?iJ#-J§-3) trnWOZlt* KV&Ngfcffi-f-SJ: ^£DNA£?iJi: Lfc 

15 §B#f3\ R. Mukherjee b (J. Steroid Biochem. Mol. Biol., 51, 157 (1994)# 
flg) , M. E. Green h (Gene Expr., 4, 281 (1995)#J$) % A. Elbrecht b 
(Biochem. Biophys. Res. Commun, 224, 431 (l996)#$££fcte: A. Schmidt 
b (Mol. Endocrinol., 6, 1634 (1992)#]$) MfE^£;ixfc % t h PPAR©I 

20 UPPARaU^ F^^S*^ : Ser^-Tyr** 

thPPARy!)^ FW&mm : Seri™-Tyr4TO 

fchPPARO^ h'fe&m® : Ser^-Tyr^i 
(t bPPAR 7 1> t b P PAR 7 2-t?te Ser204-Tyr5oe Jc+g^ U 1^ 

CiSSiB^JT'fc^o ) Sr3-Kt5DNA*«fflUfc, X^4E9K:^- 
25 i-*JPH»*~* — PPARy^f^K^^Sr^bfcGal4^e 

oDNA^m i#s^b 1 4 7mn*x*<DT$ ;mmm<D&*=*~- k 
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-T 5 D N A Sr^t-r 5f§5?.^ 9 - fHirTPS Ufc„ 
(2) thPPARa. y*fc»6 SrfflV>fc^7x7-^7yfe>f 

y/W^^gfc^f — ^f/vmm (DM EM) Kl^NIMjfiL* (GIBCO BRL *fc, 
5 # £ n ^ No. 26140-061) Srfcl^S 1 0 %(C&5<3: 5 {d^P U £ KUtefll 
f|5 OU/mLO^i/D^Gt 5 O ax g/mL(D»7 b U^h-v^T W 

5t^, Gal4-PPAR|§3i-<^* — ©SDNAl:, lg£$lJ3&l*)^ 
agA^S h7V77x^i/3 i'WSSU $Bi&&Wl Ocm dish lc 2 X 1 0 

10 6 censfil®UT*5#, JfiL?f^*5fcV^«&-C— HJgfe^f^SrJfeb^, PSUfcifi 
10ml ^n^Lfc 0 U-jtf-* — jf^l 0 /z g, GaU-PPARfSm^^'-O.S 
,igi: LipofectAMINE GIBCO BRL *±, # 9 n ^ No. 18324-012) 

SOjuLSrJXJSfPU ±1B*£* dish t!i«jp Lfc Q 3 7 < CT?**Sr 5 ~ 6 &r 
mmn, l OmLtDi§#r^J§6JElk?t (GIBCO BRL *±, # * n No. 

15 26300-061) 2 0%&-Strmi&$:tox-1iLo 3 7 0 Ce— 8fci#*bfc^ h 
y ^S^aWSK: JzoTrfrfC^^SOOOcells/lOOAi 1 DMEM- 1 0 %jl#f Jfnjf 

/well <0*ni&«f&-?9 e^iz-Mifflflu m^^b»^#^u 

7t^#, &mwkm<D2fe&m&<£ts*mwfc&w<D dmem- i 0%^^ 
mmi oo fx l t-fco 3 7^ct-4 2mmmmv, mm^mm^^, # 

TJ/W^-f ^T/ (Carbacyclin) (iPPARfi SrSHtflr?" 30^M 
H«flEfc*Jtt5<BTOttfb* (Fold Increase) £r 1 i: LT£tf>flU:*l~f-5*H 
*Mfii: LT^ia-r 5 i , HWJ 3 3 T'SSat Vtcit&M<D P P AR 6 *S^J£tt 

^f^i^a^-efc^o 
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0. 1 


0. 47 


0. 3 


1. 08 


1. 0 


1. 23 



•t©3te*s **9Hb*a-4fett:* P P AR 5 UT^nfcT hfStt^r 

J fi L cf 3= ux^7 i n-/udoJ:TJ«jfiL4 I J3g®iST^ffi : 
5 7M#<E>£ttt-^!>* (C57BL/6NCr j) fcifta t^xn — /l/ffift 
(5.5% l.S%3l^^fn-;K 0.5% =»— A4fc*r»£-L.fc CRF-1 

(WSrSOSU fcftSraHfeLfc:. WJCTBtt, ldl, 

HDL, TGC NEFA, TClT?Jb5, TClgtS^V^lS|5Kf 

(TG, HDL. LD L> NEFA, TC^fi) %mMVtc 0 

is ^s^-p^iis^ ioo%i Lxmnrnt vxmm-r z> t % mmm 3 3 -e 

gSa£Lfc^#JOHD L±#ffrH, LDLiT#ltt* 2 Oil 9 T'fc5„ 



^ 2 





HDLiiH-fSsffl 


LDLiSTf^ffl 


3 


150. 0 


82. 5 


10 


162. 7 


75. 7 


30 


157. 3 


72. 3 
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5 mmm 1 

• [3- (2- { 5 — 2 - [4- (hy7^o^ h=¥i^) 7i = 

10 (1 0 0 g) ; 

•*/^>^^f;Wt;H3-7*;v>><>is (»J) (2 0g) ; 
•^fTy^^v'Dis Wi) (lOg) ; 

• «|t;Vo-^ (8 7 0 g) 0 
^J^J 2 

15 uT<D&i&#*i%m^£. v )m>-&\^tc^ mmy^^p-xzmi^ 5mi 

fory^t^ft u a-— h * w-^-e*p^0 lt, i t ^/vf 2 0 

m g (Dm&f&ft&tt-t Z> T ^?>V 1 ^^#fc c 

• [3- (2- {5-^^/V-2- [4- (hJ)7/Vtn^ b=3riX) 7x^ 
AO -1, 3 -^-=arf-y— A-4-^fA} rcb^i/) - 4 ^A!7 oc~A] 

20 gtft ( 2 0 0 g ) ; 

. /V (2 kg) ; 

♦^©7K (5 0L) o 
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it # <d & m 

1 . ( I ) 




6 R^&TfiRtfzzti^tm&^x, ^mm*. ci-sr^/n, 

^a<^>-l^^ N ci~4 7;Va^S N - hoi, MJ/M3^^/u^ N hy 

*fcfiC l~4T^*^m*mfrir 0 ) Sr&frU R 3 f± 1 ~ 3 m<D^ti<?l/ 
U R 4 «7K^M^ *fc«C l~8 7/^S^ibU R 6 *3«i;Tj?R 6 ^ 

r 5 1 r 6 s^iiic^ i: -m\z.te*?xm.mn* : &m u-c t> £ < , x « 

^rn^-'f-jv) 7x^;vl, 4- ( h V -J^Jrv- * h ^ri/) 4- 
20 (MJ7/Vtn^^) tf^ys^-l-^A'g, 2, 2-i?7^n-l, 

3 -^^s^^y— jv— 5 -^r/i^s, 4 /wt°^y 1 — 

S N 4-7o:=yVt 0 ^7^^- 1 -4/^. 1, 3-i?kKD-2H-^y 
^fyK- fV-2 — f/l'S, 4- (4-^pp7j^) fc^<72^-l — f 
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5 tn^f/l') fcXJJ^V-l-'fA'Ss 2, 2-5^7^13-1, 3-^^ 
y^^y— A — 5 — f/l'g. *fcr±3, 4-5?fc Kn- 1H- y y^r-y y 

4. (1) [3- (2- {5-^^-2- [4- ( hp 7;^P^^) 
10 t°^y 5?^— 1 — 4 jV\ —1, 3-f7/-/V-4 — f/W 3ibdr^) 7^ 
BlFiK. (2) [3- (2- {5— fy^ p ntr/U-2- [4- (hV 7 
/l^ny^vv) 7x=^] -1, 3-*-$Mfy*— /I— 4 — f/W 
-4-^f/V7x=;V] g^, (3) [3- (2- { 5 -m^v^- 2 - [4 
- (MJ7;wttJ^f-;i/) ^y^y-l-^/H -1, 3-f7/-/v- 
15 4 — f;H^b^^) -4-^Wx=;l/] fti, (4) [3- (2- {5 
-4 y^fn bf/V- 2 - [4- ( > y y/V^-n^ :7:n~/l/| — 1, 3 

-ttW—As—A-JM 3i h =¥5/) -4-^f/l'7x-/V] W&ts (5) 
(3 - {2- [2- (2, 2-5?7/^n-l, 3 -^^y^^f y — A— 
5-4/1") -5— f 77nt>-l, 3-^-=3f^y— ;V- 4 — f/i/J^b^ 
20 5>} -4-^f/W7x=;V) (6) [3- (2- { 5 -^;V- 2 - 

[4- (bP7;^n^ h^ri^) y*~/Kl -1, 3 -^r^V—JV- 4 - 
^/V} ^b^v-) -4-^f/V7x=;V] ftSK (7) (3- {2- [2- 
(2, 2-5>yyv^-n- i, 3 — <7/^y-/v-5 — C/W - 5 — ^ 
3 -;*-=3fU-y— /v~4 — ^h=^5/} -4-^^7x=;V) 
25 (8) [2-y^n-3- (2- { 5 -^A— 2 - [4- (hy 

T7/l^n y ^y^y-l-'f/l'] -1, 3-f7)/-/V-4 — T/W 
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xh^) 7x-;V] gft& O) (2-y/^u-3 - {2- [5-^ 
;V-2- S^- 1 — fAO -1, 3-f7/-;V-4 

oihdr^} ftlfe, (10) (3- {2- 15-*?SU- 

2- (4 -^ai—A-f^i^- 1 —Y^) -1, 3-f7^-4--f 
5 ^hdrv'} 7^~A-) g^m> (1 1) (3- {2- [2- (1, 3-^ 

t Kn-2H — fy-f I'K— A*— 2—4 A) -5-^^-/1^-1, 3-^Ti/ 
— 4 ->f ^^v-} -2-7;^n7x-/U) (12) [3 

- (2- {2- [4- (4 u n7x^;l/) v 5 ^- 1 — f /V] -5 

— *?'A'—\ t 3-f7/-;V-4 — f/W ^ Y*r*S) -2-7/VtP7x 
10 flftfe (13) (3-{2-[2- (3, 4-5?tKn-lH 

->fy*/yy-2-^) 3-^^-4-^^] 

^h^v-} -4-^^73,-/^) ^-Cfc5if^:©i5fflilB«fe<D'fb^o 
5. »*©«SH 1 IBtt©— JKS: (I) ^$*i5M«l, 

20 7. PPAR^PPARST'fe 6 IBt© gIMfeo 

8 . p p ar 5 fr&&mB*mmfam*tcmmmx*&>zm$z<Dmw 7ib 
25 9. it 5fc<£>@sia i mm,(D— (i) ^^s^-a^ 
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io. m^<Dmmimm.<D—m^ d) -^^fi^t^m, 

it ?k<Dmm i iBtt©— jfts: (i) T'^$tLS^#>, ^(Dm&tin^&mm 

16 
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m m m 

SEQUENCE LISTING 
<110> ONO Pharmaceutical Co., Ltd. 

<120> phenyl acetic acid derivatives, production method and use thereof 

<130> 0NF-5150PCT 

<150> JP 2003-330616 

<151> 2003-09-22 

<150> JP 2004-231546 

<151> 2004-08-06 

<160> 3 

<170> Patentln Ver. 3. 1 

<210> 1 
<211> 85 
<212> DNA 

<213> Artificial sequence 
<220> 

<223> Enhancer sequence including 4 times repeated Gal4 protein response 
sequences 

<400> 1 

tcgacggagt actgtcctcc gcgacggagt actgtcctcc gcgacggagt actgtcctcc 60 
gcgacggagt actgtcctcc gagct 85 

<210> 2 
<211> 9 
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<212> PRT 

<213> Unknown 
<220> 

<223> Nuclear localization signal derived from SV-40 T-antigen 
<400> 2 

Ala Pro Lys Lys Lys Arg Lys Val Gly 
1 5 

<210> 3 
<211> 9 
<212> PRT 

<213> Influenza virus 
<220> 

<223> hemagglutinin epitope 
<400> 3 

Tyr Pro Tyr Asp Val Pro Asp Tyr Ala 
1 5 
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